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(57) Abstract: Medicinal compositions having a thrombopoietin receptor agonism which contain as the active ingredient compounds 
represented by the following general formula (I), prodrugs thereof, pharmaceutical^ acceptable salts thereof or solvates of the same: 
X^Y'-Z 1 (I) wherein X 1 represents aryl, optionally substituted heteroaryl, etc.; Y 1 represents -NR A CO-(CH 2 ) 0 -2 (wherein R A repre- 
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# t g & jfii >j n « 0 £ m m m & m & -r 3 . 

■Tfcfc^ *»9H4n 1) -j^S; (I) : 
X 1 — Y 1 — Z 1 (I) 

Y'H-NR A CO- ( C R c R D ) 0 _ 2 -, -NR^CO- (CH 2 ) 0 _ 2 - V -, 
-NR A CO-CR c =CR D - N -V- (CH 2 ) ,. s -NR A CO- (CH 2 ) 
o-2-. -V- (CH 2 ) x _ s -CONR A - (CH 2 ) 0 _ 2 - N -CONR A - 
(CH 2 ) o-2-. - (CH 2 ) o_ 2 -NR A -S0 2 - (CH 2 ) 0 - 2 ^ - (C 
H 2 ) 0 -2-SO 2 -NR A - (CH 2 ) o-2-s -NR A - (CH 2 ) 0 - 2 -. - 
NR A — CO — NR A — N — NR A — C S — NR A — N -N=C ( — S R A ) -NR 
A -. — NR A C SNR A CO- x -N=C ( — S R A ) — NR A CO— N — N R A 
- (CH 2 ) 1 _ 2 -NR A -CO-, -NR A CONR A NR B CO-. ZfctZ-N 
= C (-NR A R A ) — N R A C O — (S*. R A lZ^tl?tim?LVX7kmm^m 

tc\±i&m.T ; R B it^mm^^tzi±'7 = -n, ; r c & xvR^^^n^tim 

i^x & ct ^mRTiv^jv***;, fix ^x& k^-mmTfr B& 
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$ ti¥ b < HATlZmT 2 ) -26) tHt-5 6 
3 ) X 1 *^ : 




4) X 1 A^S; : 
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5) Y'ff-NHCO-, - CONH-; -NHCH 2 - N -NHCO-CH=C 
H- N Sfeli-NHS0 2 -T?fe§l) ~4) 0^ftl^fcfat0hD>^;Kx 

6) Y^-NHCO-tfe^l) ~ 4) © I tl^fclBlffi© h d >^#^?-> 
7 ) Z 1 ^; 



(5£rK A 1 J: uc B 1 « * ft^- ft&fe 2fc b t $ ft T V> T % «fc ^ C 5 - C 7 

mm (— ) t^^ti^s^fesi) ~6) 

8 ) Z 1 36* : 



C5-C7i/^D7iW>, C 5 - C 7 ^ ^ D 7-;i/>r > s ^>-fe?>3^ 
^tf 5 ~ 7 S©«KS^ 
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nli0~ 4®mm. ; 

mm (— ) &^©#«fe&##:££«iN T-s^5STfe§i) ~7) 

9) Z 1 ^- (CH 2 ) n COR 4 (sS;^ n&J; <^R 4 (± 8 ) hMMm) 

i o ) skr\\ffi.m§immm~£-&2> 1 ) ~ 9 ) ©i^n^^ga^© hD>4?#m^> 
1 1) sk^um^^mmir^rz&xDmm^mm-r^tcubcr) 1 ) ~9) ©v^-rn^ 
12) 1) ~9) (D^rnfrizmm<Dib&^(Dmm±®)%i:%^-fA%:A%^tsm. 

20 13) -flg5£ (II) : 

X 2 — Y 2 — Z 2 (II) 

[5£cK x 2 &em£txT^T *iu5SAfn7.iJ 

£ «fc V> tf >J S^;V ; 

Y 2 tt-NR A CO- (CR C R D ) 0 - 2 ~ s -NR A CO - (CH 2 ) 0 _ 2 - V - N 
25 -NR A CO-CR c =CR D -. - V- (CH 2 ) !_5 — NR A CO— (CH 2 ) 
0-2-^ -V- (CH 2 ) i.s-CONRA- (CH 2 ) 0 -2^ — C O N R A — 
(CH 2 ) 0-2-, - (CH 2 ) 0 -2-NR A -SO 2 - (CH 2 ) 0 _ 2 -, - (C 
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H 8 ) o-2-S0 2 -NRA- (CH 2 ) 0 _ 2 -, - N ra. (CH 2 ) 0 _ 2 - n - 
NR A -CO-NR A - x — NR A — C S ■— N R A — N -N=C ( — S R A ) -NR 
A -, — NR A C SNR A CO-, -N=C ( — S R A ) — NR A CO— N -NR A 
- ( C H a ) 1 - 2 -NR A -CO- % — NR A CONR A NR B CO— N Sfcfi-N 
= C ( — NR A R A ) — N R A C O — (5^ R A l±^tl?tl®iLLT7kmm?£ 

Z 2 14 Si : 

o 

SatiS* : C5-C7^^D7jl/A>, C 5 - C 7 ^ * D 7»>r > N ^>-t?>^ 
5 ~ 7 JKD^jfiSg ; 

R*fctfc KD*S/, fiiRr^^^^^^ % SfettIi$ntlM|J;U7U ; 
n J4 0 ~ 4 CD^ff ; 

mm ( — ) f4M^r©#S^fe(4^#ft^^fcf ) ; 

tzfSV, B 3 i#irttlif?§ft^iii, - (CHj) n C (=0) R4J4 
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14) X 2 ^ . 



R 

R 



X 



15) X 2 ^: 





R 5 s 

R\ R\ R«\ R 9 N * £WR 1 °&*ti*tim& U*IIf, K»£#Bfr 
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T }]/ 3. ;1/ 3- ^ ^ % fi& £ ftr l^T <fc 7 * 

R 5 *^R 6 li-,it^T-CH 2 -, -CH 2 CH 2 - N -CH 2 CH 2 CH 2 

-OCH 2 - N *fell-SCH 2 -SMbTi6J:^j 
R'^J:lFR«li-ifc^ t - C CH 2 ) 3 -££&- (CH 2 ) 4 -*JB*LT 

16) Y^-NHCO-, -CONH-, Sta-NHS0 2 -^§ 1 3 ) . 
1 5) O^f ix*»fcK«©fli^* N ^©yn & L<«-?-n^©M^Ji 

^n-v^-y-v, >>^n-s>^>s ^n-\*-fc>, trn — ;v v tTD>;^>, ^ ^ 
>s xh7tFD77>, 5=-^-7i> s ^-de-y-N/-;,/^ ^ rv -_, K tfi;i?> > 

3g-£fes 13) -16) ©v>rtta»fc:iB«©<fb£-4lK -e©7*n K7y^ & ^ < 

18) Z^- (CH 2 ) n COR* n*J:OtR*tt 1 3) fcRfttt) T«« 

1 3 ) ~ 1 7 ) ©^-r*i2pfc:ia«©Yb-&#K fern $ t < Ht 
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1 9 ) A (III) 

R 15 F 




R 



.14. 



R 12 R 11 



(III) 



R 12 , R 1 3 n R 1 4 % R 1 6 n feiVR 1 6 li^lx?nii UT*£Jff^ 

Hi, 

fii&S^B : dt;i/*;k tpn+j/, r * ;v * ;^n^>, j&;i,s|? 

fff&SStc : t Kn^s/. t;1/*;k ;\d^>, AnfiiTj^JK 
fg»T;i/^;v^-dr^*;i/^^;v N 7- ^ dp ;v ^- ap- .> N tix^x i> J N 

^^fitilSs ^J;iFAfn7'J^; 

R^^^R^Ii-^t^oT-CH,-, -CH 2 CH 2 -. -CH 2 CH 2 C 
H 2 -. -0CH 2 - N ^fett-SCHj-SMltti^; 
R^^WR'Mi-lC^T- (CH 2 ) 3 -^fc(i- (CH 2 ) 4 -£EM&L 

Y 3 li-NHCO-Sfeli-CONH- ; 
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Z 3 m&MlT )\s * )V ^ AD^>, hKD^ *fett**V"5t»$ 




5 T ^ y ; nfci: 0 ~4©lEgC) T! *3 £ ft 3 ^] T* £ ft 3 <fb-fc*N ^©T'p p ^ 
2 0 ) -jKSi (IV) : 
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] y~ NH-CO— Z 4 



(IV) 



z 4 (ifgMT;v^;i/, ^D^--> N tFD^i/ s p<^b>, ^fea^-^y-e@f^$ 
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(Si*. R 4 &fcFn^>s mMTns*)VJr*is^ Ztctemm^fiT^T £ 
TS. y ; nte 0 ~ 4 (DMm 1! it t> £ It 3 1? ^ $ ft -fb^iJ, -f©7n 

5 2 1) -JK5S; (V) : 



R 20 
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©IMC±otgt$tiTUt^i^7ir;K C A» £ jB^ £ tl 3 1 

Z 4 &&mTJl*)]/ s AD^f>, tFD^ri/, p<^b> N Sfe(i^^VTJtt^$- 
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T^J ; nli0~4©iS[) ^mt) £ ft -5 * ; 

W«-CH 2 -, -CH 2 CH 2 - N -CH 2 CH 2 CH 2 -. -OCH 2 - N Jfc 

» - s ch 2 - ] tizik&m, ^coyu y ^\ & l < tt^ft 

2 2) 13) - 21) ©^rftfrfciB«©4bi^ft&*^4£#£; bt^t§6« 
2 3) 13) -21) ®^?thfrfcmm(Dih&®l%m%)®ftt UTUr^ <T£ h o 
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2 4) 13) - 2 1) <D^?nfrlzmm<Dlh&W*mMf8,fr£VX<$!&i-Z>fiLfr 

2 5) fafrm.m&zmffi? % tc®(Dmm*mmir % ft®® i 3 ) ~2 n our 

2 6) 13) - 2 1) ©VN^n^tlBm©Yb^^©^^±^,^^^f M^A^^ 

Mjtfi, ^^;i/s ji^;k n-7Dt;K -fV7ntJK n - ^ ;k ^ v7f . 
7K sec-;/^;K tert-^;i, N n-^>^;K -fV^>^;K neo 
-^>^;k n--^>;K ^y^*s,, K n-^r^K n -^-^^ ;1/N n _ 
Jlr-fr^ n-7-**-;i, N n _ ^ _ ;K n - F^#^;K n - h U - 

i ~c i ojiHwii^^, l< b\ c l-cemw 

*i ttts istaun^afc i ~ 8 (Dmms. fztefr&m® i fiBo^-fb^as^^^-r So 

a^/K n-7DtiK -fV/Dk^K n-:^;K ^ V 7f 
;K sec-:^;K tert-7f;K n-^>^;K ^M>f;K neo 
-^>^;K n--s*^;K ^fy^j/^ n _^ r5 x ;l/N n -^^^;v^^^ 
if&ti^.ffiKIt C 1 ~ C 6 &tiSo $ e»fc$f £ b < 

c i ~c 3 T)v*nsifimtf e>nso 
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« b < &#©Mggi:*I#-£-£>-a--rM^ £tis r^^nr;i/ 

^^D7DK;K ^^D7fjK ->^D^>^;V, S^D^^i^K 0-\7* 

>^-;K i> ^ D -^dp-fe ^ n ^s.y^-'r- ;k S> ^ D ^- ^ ^ — ;i/ ^ 

b < 2 IHifflri^^lt^^ IfiiiSfefi^it© 1 m(Dmk7kmm*& 
tt^o Hilg^tiftttlTiM^i^o tf-;K 7>J;k l-r 

d^-;k 2-7d^^;k m^oy^r-jvm&fcmftmi? ztiZo b < 

C2~C6 7;K-;i/^fif?,ti^o £ £ £$?g; b < fciu c 2 ~ c 4 

{is ->^d^d^>s ^^nyr>, Sx^d^>^>s ^>^D^\^-b> N i/^n 

b < tt2iK±0Hlg^^ttl., Ki^fc&^il© 1 ffi©M-fh7jc*a%^ 
2 - 3 - - ;k i_^ >5 =.- ;K 2 -^>^-;i/. a^©^.^^ 
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£ U < J3\ C 2 ~ C 4 r;i/^r — ;i/*s^{^e. tiSo 

Z 1 tt •?> r m ^ 3|t j j: txii^ ^ n -~s > # > N s> ^ n --s^-y- > N 

cn-;i/^n t°;i/ 3 - 7x-;i/7Dt^f) N ± y ^ ;v * ? 

l -±ym.* 2 -^-^^;i/^< >^/^) N 7>h>j;Mf^ 9 

^^ffl^^s tticisns, ill?, I«i?xi±i«i?^i^i 
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l -<t > K y „ -f y-f > K U («it«N -f v-f > K y N ^e;v^ 
U - ;v ($1 ;i y\ tj^'JA 3 - ^ ;i/ * U - ;i/ ) „ 7h7tfD77-;K i> 
tn Fn tr v -;K f F 7 t F n tf ^ — r F 7 h F n^;n-;i/ N i?tn Fn 
^ # tf 7 r: )V s f F5t FDft75-;K # =¥• -fe — ;i/ . Kn^^r-fetf — 

;K fF7kFD^Hlf-^ #*-fc^-;i^#3M:f £>ft3o 

R 12 . R 1 3 s R 1 4 n R 1S s R 16 , R 18 , R 19 s :fc J; R 2 0 :fe 3 r# 
^mWiW.mm.&j tVXtt* ^JVfcVS, If^^^y, tDiJi;;, fF7tF 

fcr^yyy^ rF7tFD7.7-JK f F7t F*Dlf7-;Vf H,\ 0 
tf^U^^s Kn>jyA fF7tF*D77-;K TF7kFDK7^fi!isjf 

-Kn'JM 2-KD>j;k 3 - t° n y N 7 y ;y (#g £ i£ N 2 - 7 U ;k 3 

-7'J;i/) s ^.x - ;i/ 2 -^x-;K 3 - ^ ^ - ;V ) s 

{MtL {is 2-f*^./y;K 4 ->f 5. ^ y , tr^ v~ y ;i/ m%.&, 1 - 
k 5 V y ;k 3 - h 57 v" y ;v) N -fv?7^ij;i/(M^it 7 v* y N 

•f v # * v- v* y ;i/ N 7r^-y-v*y;i/ 

2 -**rW y ;v) N f7v"'Jil/ 2 V >V) % If y (fl* 
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2-tryy;w 3-t?y^;K 4-t°y^;i0. (#lit«, 2- 

tr^^;iO N try*y-^ 2 - t? y ^ y - ;k 4 - tr y * v-ju) N 

^T^Tv*y;v 1,3, 4 -f7i?7 v" y )v) N r/H'jy^ (m 

x «s 2 - > k y y - 6 > k y N -r v > h u ;i/ cm x h n 

2 - -f v -r > k y s > k y & « N 1 - w > k y ;k 2 - ^ > k y ;k 
3--r>Fy;i/) . -f>^;uA (#mi, 3 ->r >^*^ y N :ry-;i/ (#y 
i« N 8-7'J-;v) , ^yj^-jv (M^g, 2- + ;ijj;-;v) N -fv^y 
y;v (^j^-iis 3 --r y N y ;v (0!*.tf N 2-t;>j^ 
y y ;v) \ 7 # ^ y — )v (01 a. « N 1 - 7 $ ^ v — )v ) N ^ 7 ^ v — >v (Mz. 

(0J2.« % i/>y)j-;KiiS, 3— >>yy-;i,) N 

y^y^-;v (#i;Ui\ 2-y^y^-;!,) N (#m£, 2-#;i/ 

^*v*y;K 4-*jv;iv*'Jii/) . 7it>h'J^^;v 2 - 7 ^ y- > b 

>J^-;K 3-7it>h'JJ? = ^) , 7^i;j> = ^ l-77'Ji?- 

;k 2-7?'jy^), ^^>^77-;v 1 - > v*y 7 = ;k 

2-^>^77-;W N ^>W^^*yy;i/ 2-^>^^^yij 
. -oyw v^^-y^y y ;)/ (#>j;ty:\ 3 vW^-^-y-v" y ;v) . 

y ;i/ (#i*.« N 2 y^-y-y u ;v) N ^> var^-wr s J y ;i/ 

-^>^yfr»;^), ^>v'f?v*'jjKiiii, 2 - ^ > y ^ r y y N 
^>v'7'j^ 3-^>^7'jji/) N (tt*.K N 2-^ 

>y'f x-;i/) , 4, 5-^bh'Dt7b [1, 2-d] f7^JJV, 4H-y 
nyy [4, 3-d] f7^'J;K 4H-?t7D^; [4, 3-d] f7^ij 
;K 4, 5-ykf"Df7V'n [5, 4 - c ] * j y ;k 8H-^>t; [ 1 , 

2-d]f7V*'j;K 5, 6-^tFD-4H-3-f7-l-7if-t>V*[e] 
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R 1 & iVR 2 iz&frz r^s^nTU — ;vj Htlt bTUy^, ^:c-;k 7 
y ;k t? u * s? - ;k -f ^ y v' >; ;w f7v*'j^ ^ ^ -y- V y ;k bur v* y ;i/ 

R 12 , R 13 , R 14 N R 1S , R lf \ Ri\ Rio % ^J;tJtR"«fc*ftJB 

v/u/i/s ^rv*y;K ^^•y^y;i/s h y ri/y 

tuaa r^^g^^^^j o? fa fa r^ D 7>J-;Vj A^Ii^ti^l 
Z 1 r ^^^j tbtli, rh7tF077-;K t f5h FDf x 
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ccy.ca. eg 

CO CO CQ 
CO ,CO, CO 

o5 co co 
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N^V S N ^ n .n-o >n vN 

w IXJ uo 

CO »' CO 
CC° , <pO ; £t> 

CO ,CO, CO 

OQ.oo. oo, 

00- OQ,^ 



CO CO 


co 
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00 
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COhOo' 


oo 
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CO 


co co' 


CO 
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Co, 03 


CO 
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CO, co 




CO , 


CO OO' 


00 
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co co' 
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CO, 


c^, CO 


oo 
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^ — ;k 7'J;k if n >; ;k -f 5 ^v? U ;k v v* U ;k -f v?7V >; ;k -f y 
t*tv*ij;K f7^;;K ^^*^'Jjk l, 2, 3 - h u r y »; l, 2, 

1,2, 4 -^-^r+J-^T V U ;K 1,3, 4-t^-y-i>7V*'J;^#p|j ! f ) t l -5 0 

*HM«^ r^^nT U tit, mm Mr ^ * j <D&m 

©ffiB^luIB ^fD7'J -;i/J tfl Sfe{*2 J^±g^bfe i fe©^^^bs £tL 
ai-;^^;!,) N 3=- - ;i/ ;n ;v 2- (^^- 7 ^ > - 2 - -f 

;v) , ^U;v^^-;i/ (Milt , 7>j;i/^^;i/ («AH2- 

t°n u 2 - (f d— 2 --r ;v) „ ^ 5 1; ^ 

(MZ.lt, 3 -if 5 v"'J;v^^;i/) . K5v"J^x^ 2-(t? 

5y-;i/-3-^;i/) ai^JV) . f7^'J;MfiV (f!lx.{i\ 2-77V"'J;M 

> fri/';;vxf;i/ («*K N 2- (f7 i ;-;p-2-^;i/) 
•f V77yijjM7;v 3-^vf7v"'J;v^7^) N vt + u-yy 

-;i/-2--f;v) N if 1; » * 3- ;v (fl|*K. 2-K'Jj;;m^^ 3 

- if D 3^;K 4 - tf U s \f V i? fr^nv (mx.lt, 2 - tr u 
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' 7DK/ " n ^ ^ V7n ^*^ n-^*****, ^y^***^ 

tert-^m n-^>*.***^ 
*^**S^ n-^r^**^ n-******^ n-^r^*^ 

n-^ntf,^*^ ^V7n W ,, n-r*-/!,**^ ^y^^ 
fcf 6 ft 3 o 



£>ft£ 



20 



25 T$«k^ 0 



y 
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'^ DD ^^ ^7WDxf^ Mj 7W nxf;K y^nnxf^ h 

10 ^/-f + if^ti-So 

^t%J;U7^j mm H&WlT )l * )\s j % ffflB r 7 i;- ;1/J % M 
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s mm r 7>j^j N mm ^t^jv^jij n mm rArn? v —^j N m 

IB r^^nr n SfefcttffBB rr$//i/j t* i * fctt 2 mm &L±M 

^ n ^^K UM7fr>r-A^ fc«r/l/*U5*> N tFD^, fti7^-f 

^ (0S*«. 7x-;vt^r>» x ($l;iy!s ^ > ^ ;v 3}- ^ ^ ) n 

= N-0 (-^>;]v) ^AS#{f&n*o cn&ii, ^T©nr|i§&&g-e 1 

mm u-5 *o 

R c & J; £f R D & ft £ rgi^ntut £> J; ©gj^s^ 

r 1 ^ r 2 s & £<^r 5 c^ft^ r m&ztix^x$> ^u&mTfrz-frj vwm 

x^xb J:v^^g»T;l/d F ;^^^J C^itsgiSi: Ltii, hd7j^;k <g 
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7ft-;K 97 — VJ^ 7"J&, $ tlT V>T * <t \\ >> b -f h% =N-0 ( - T 

nTv^t^)J:v^7U*;^#-;K x->;k 7-^;i/^-^->, fix ^x * j; 

7'J-;K (#!lx. ii\ 7 ^ ^ ;i/ ) N 

x.rz;i/j „ r&&£tlX^X s b£U^y^U7V—))sj, ^ tlX UX ^) 

5|atD7'J-;Vj> rg^tlT^T £ £ vMf ij rg^ $ fx, x ^ -£ $ 

nrv^r & <fcv^T^;i/^;i/j „ rej^tiT v^t «fc v^t 1 n 7 v — h/7 

^^^s fi!7;i/^;i/t^i'A;^r J )i/ > t U — A/** S/*;i/7jt A D jsi 

I^T <& «fc ^ 7 — ;k T->;i/^-^^ N $ ft X M X & «t V\ 7* 
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U — )V (liSi: Ltii, ^d^*>, *;i/7j?^S/ s T;i/dp;K 7 )v * )\, ^ N 

^t^TV^T % J; ^t^;1/^;k &1R7 )V ;v z ;i//K-;i/ N tr?-*jj^ 7^ 
— N = N — (gm^tLTV^fc «fcu:7 s $ feliSi^tlt^T « J;Va >> 

x 1 & it £ rg^^tit^t^ i^7ij-;i/j js«fcif r«$i£;h,T vat & «t 

^D7'J-;K ?l*ar50liKX3iau -N = N- (7x-;i/) ^ds^f^fen 
* o ^1 bug^Stbtli, fg,« 7 ;i/ * ;k t Fnapi/, fgl7;i/^;i/t^iy N 
1&ffli7)i j\ufy, ^nfgi7;v*;K T 5 ;i/ =¥■ 5> N -N = n 

4 - t - — ;K 4-n-7*f;i/7i^JK 4 - n - ^ ;i/ 

7 ;K 4 - n -rfrii? 3^1/ 7 1. -;K 3, 5-^-t-7f;i/-4-t h'D^ 
5/ 7 4 -^^;V^^r^7 cc -;i/ s 4-7;V^07i-;K 3, 5-^7 

□ D7^^;i/ N 4 - 3- F7x=K' 4 - h IJ 7 WD^^7i-^ 4-* 
?-)V?-*7 = — 4-7 3i -;v^-^^>^ ^7 ^ — ;K TV*^>-tf >- 4 - J 
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dt;v^t;1/, tKD^ps/ % t;v^;j/^-^^>, ;\d^>, -fg«T;i/^ 
ItS^c : t Fn3^> s 7\d^>, auss7;^;k 

itHiSllS r h7t 1, 3 - S^rfr^ V I) ;K 1, 4 - 

#*>>-;k tfD«;^-;i/#) tM&Ls ^C>V-JV^ 1, 2, 3, 

#U>^ 1, 2, 3, 4 - r h 7 t K Ddf-y ij 2, 3 - fc K D 
^ > 1/ [ 1 , 4 ] V * */ > s [1, 3 ] V # * V — /K 2 , 3-i/t F 
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I7;v*;k (ems, =ch-ch 3 ) s fga^;v^n;v N t 

l^T ^ U -;V7l-dr>>*;i/^-;iy^) % 7^>;i/^dr>>, frit v> *c % <k 

-trys^K 4-tf>;^;K 3 -^-;k 5 - * fc° U s> > - 2 - -f ;k 3 
;v) s $£$«UfcjR3B£ N t^;p*;k =n-o (-r^>;i/) n-s 0 

;i/ ^ :> # ;i/ - ;k jSJH ^ tiT T & J; :? — ;]/ ^ ^^dt 1 ;— ;K =N- 
o (-T^>;i/) ^^^(^^ti^o 

IH$HTV^T^c):V^l7;Vdr;K mmr fr>r -Jl (#mi\ =CH-CH 3 ) x 
fil7;K-;K tKDdri/, ^17;!/^^^$/, fgi&T )v * jv 

^ u {&mT ns * )i , s\ DfgMT;i/^;i/xj-^^ N It$lit^tl)J;^7$y, g 

W&^nx^x & «k ir>r y — ;k ii^tit^T* cfcv^^nr y -;v 
2 - tf > ) p ;k 3 - if y ;k 4 - if y y ;w 2-7>j;k 3 - 7 y ;k 2 - ^ 
^-;k 3 -5=-x.-;k 5 ^;i/tr y s? > - 2 - 4 ;k -f > A- 3 --f ;i/ N 
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-4 )v) , f^Sliiia, T^;i/^;v. =n-o ^^iif^ns. 

b < IftSPB^&jSK^ti* 1 K±0giSiiJ;oTSI$^T^T 
« J:v^;i/*;K $^dt;]/*;k g&fiHB * ft* 1 &±0BJJU£ic 

iotIi$tiTut^)i;^7;i/^;i/^ + ^ s t jv * jv 9- # , ;\ny>, gf^S 
iC^^j|JI?$ti3 1 K±©fijftSfc ( toTfSS$ixtUT% ( tM7i-;K g 

U— ;K *fcl*B»*»C3&»6 3BiR*n« ltt±0giSi:j;otfi^$nt^ 

;k t U — ;i/^-^r^*;i/5j?^;i/ N Bifc^ftT^-c *> i^r 5 y N f»3SSC*6 
»3?<*ft* i eiJi©BJ**fi:«torB**nTV'»T* J:^? ^-;k ^§#t« 

fgM^;i/^-;i/^-^^*;i/^-;i/ N t ju * ;v * ^ ti^tit^t & «fc ^7 ^ j „ 

t« n ^ny>, fix J; ^ ^ d r ;v 3r ;k ffi^T^-ir 

-;k -fg«RT;i/^r^;v s th*n^>>, r )v ^ ;y 3- dp 3/ s fgMT;v^- 
^bn x i^7A fg«r;i/^;i/;t 3p ;\nfg 

I7;K;k ^Dfii7;i/ + ;i/^- + ^, sii^iiT ^x § =t v^r ^ j , gi$n 
tv>-c^)j;^7^A;i/#^;v, 7^;k r^;^^^, g^ftr 
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Sm^S¥C : b KD^r*A AD^fV, ADfi»7***, A ;i/ ^ * 

- (CH 2 ) n COR 4 niiO~4©Ii ; R 4 |ik i&MT JV 

^n^>, ^d^®t;1/*;k tl»n^ fiijR7;i/^;i/*^5/ x ^ u fewer ^ 

R C R D ) o- 2 tt ( C R c R D ) #0~2fl#£*r3d-a:& N (CH 2 ) 0 _ 2 fi (c 
H a ) *»0-2i#4ncfc*, (CH 2 ) x _ 5 « ( C H 2 ) * 1 ~ 5 MW&T 
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Mt5 CI 




l-A 



m i n) 
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P7: 



(SB 2X«) 

5 (|3lg) 
(fg 4 II) 

*X«tt, (IX) t75>i|# (X'-NH 2 ) * % 

(XI) ^f^Igtl)^ *X^« N fF7tp077>, ^^^-v>, 

75^i;y><fJ:, D * ;i/ # ;i, 7}t 5 Ks 1 -:n^ ;1/ _ 3 - c 3 

20 tt§ 0 wtttAjiwijthijx^r?^ try i>>*<Dm*ifim^t>n 

<5 o 

(i5ii) 

* l8tt ^ ^0 MfiM |iaig^ §o Protective Groups in Organic 
Synthesis, Theodora W Green (John Wiley & Sons)^ |B« © y5 & & ^ T , ffiSS 

25 -efcs R B *^^te&mgk{*x°m$kMTz> 0 



(BS) 
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V II J 

l-A 

(ft 1 ig) 

* Igtt ^ (XII) C^t^i^^#AMt7^>iift (X) 

© * y ^ U > ^H/fo * fr S XfiT; j& * . Bioorganic and Med. Chem. Lett., 10, 
443-447 (2000)fc|3«©36riSR:«e-3Tff 5 CI 3 0 

#Xgfc£ N A^Jg 5Xg^|s|;ir©^£ m ,£ ^ ^ fcct ^ (I-A) 
Alk 




s o 




-*5*(i), (II), (ill), (IV), *j:ot(v) 
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frJjy±M&m (V^^>>>A. *;i/5/»>A^f) . T>"E-^A S **»ffi*j3«fc 
SB© It^T^) <ku„ 

t"d h*7^ Yb^ifr s fett-ftwfl&fc^fl?-?? § z^-frmTz^mmik^mo 

fftCYStt&#fgiHb^% £ &£4bi^%T-fe£o as^^rn K 5 y ^H^-fc^SSiR 
t^^<k WtS*Sli JiHD e s i gn of Prodrugs, 
Elsevier, Amsterdam 1985 fcI33R£ tiT^ 3 0 TfcfgBJHb 

zm&t£^ 4> ££&£i^bi^i:?i^&T;i/ri- 

ftT-o K -5 v PifiMm-gnZo 7n F ^ U ^ x. * ^ ;v ^ 

(is ^ oi ^ ;v ji ^ ;k n-rnK^x^f ^V7nt;i/x 

.x^;K n - ^;i/ N ^ v ^^I/xv^^k t e r t - ^ ;v N 

w n & o mih^m & t Kn^i/Mstt^i^ii, #!mi t kd^^a 
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K^y^hbtf fc^S b^J^^t^ri't UTii, - OCOC 2 H 5> - OCO 
(t-Bu) N - O C O C ! 6 H s in -OCO (m-COONa-Ph) N -O 
COCH 2 CH 2 COONa, - OCOCH(NH 2 ) CH 3 , - OCOCH 2 N(C 

5 h 3 ) 2 mifimtf ztiZo *%mik&m-&7 * yattt^i^ii, ymzm 
r ih^m t mm tum^ n ^ wbti s tz i±mm & m^mm^m t JtBtm $ ^ c 

1 1 J: D M?a ti -S T ^ Fgt^#© i9^7n ^ifimm^ti^ 0 7n F5 

!y^tbt#C^$L/^7^ Ftbttt^ -NHCO (CH 2 ) 20 CH 3n -N 
HCOCH ( N H 2 ) CH 3 m&mtf t>tl&o 

10 

*mmih-&%di±m%.<Dm'\itfctemfeT2> & ©xy:& < . ±t© nrtg&it 

ffi^^-te ^^S^tffe ©^fe^o 

XhrSS^^b. Jfa/hfeM^i! (tiftt^ fl3^j*$*^ ^^^Att^jfli. # 

£ % &L'hmm<D mm (D^mis ^vx^tzu^m^M itfiti, ^ i:^^§^o 
cD^^«^^©^!iMt^ ufejajBsu ag-^ai* mmrn, mmrn, mnmmcDmm 

ibK iAtgOfg^t 3£§iiN ®m 0 . 1-10 Omg/kg/BT-fe D s L 
< li 1 ~ 2 0 mg/kg/ BT^^o 
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5 Me : 

E t : :c ^ )V 
n-Pr : n-7"DK;i/ 
i - P r : -f V 7° D b° ;V 
c-Pr : 5y^D7°Dt:°;i/ 
10 n — B u : n — r/^l/ 
i — B u : -i V 7*5^ ;v 
sec— Bu: sec — 
t— Burtert — )V 
i-BuMV ^*^;v 
15 n-Pen : n — ^ > ^ ;i/ 
c-Pen : :> n ^. > 3"- ;V 
n — Hex : n - a i/ jb 
c-Hex : i> ^ D 5> ;i/ 
i - H e x : ^ V ^ 3r ^ ;V 
20 Ph : 7i-;i/ 
B n : ^ > ^ ;i/ 
B z : ^ > V* >f ;V 
P y : fc° U V )\> 
Th : 5 s - ^ n ;v 
25 A c : T -fe 3=- ;i/ 

z : ^ > y ;v # =£- $/ * ;v - ;v 
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THF:rh5th*D77> 

pyrazole : tf 7 S J pyrimidine : b° U ^ piperidine : tf ^ U >^ methyl : 

^•^K cyclohexylmethyl : :> ^ D -\ ^ :> ;i/ ^ ;i/ 

5 mmm 

mmm 1 -fb-^-tj (a-d ©ism 




o 

1 2 




7 A-1 



(M 1 x*§) 

3',4'-i;^DD7ih7i;> (1) (5.67g) © 10%^ ^ 7 - jl/-^ D D 
10 M^JIlS (1.52ml) *iDiI|0^«iUTSgtWlfeo 

j -jWlSiil ^^^PT- (2.28 g) &#n;U 2 ^^inSli^ b 

£ 3.38 g#fco 

15 J H NMR (CDC1 3 6 ppm): 7.89 (d, 1H, J = 2.2 Hz), 7.69 (dd, 1H, J = 8.5 Hz, 2.2 Hz), 
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7.43 (d, 1H, J = 8.2 Hz), 6.74 (s, 1H), 5.06 (bs, 2H). 
(I2 1g) 

1,2,3,4-^ h7t H D t 7 ^ U >-2-*;i/^>^(2.0g)O ^ # y — ;i/$F$$ 

( n.imi )izmuizx®-o < D ^^-fb^^--;Ki.62mi)*ip^., iiiSfcr 1 B^P^M 

*H NMR (CDC1 3 , 6 ppm) 7.03 - 7.14 (m, 4H), 3.73 (s, 3H), 3.03 (s, 1H), 3.00 (s, 1H), 
2.68 - 2.90 (m, 3H), 2.20 (m, 1H), 1.86 (m, 1H). 
10 (|3lg) 

4bl^(4)(2.29g)©i^b^ 9- \s >(20ml)^^}C, 0°C X VBUih X X (2.6ml), 

d n p< ^;vai-^;v(2mi)*iin^.T^^tT 1 ES^Sif bfco 
15 ;i/^b ^/?{uS^#:cDM^rti(5)^M€!^«tJ t It 6iim g f#fc 0 

*H NMR (CDC1 3 , 6 ppm) 9.94 (s, 1H), 7.59 - 7.61 (m, 2H), 7.25 (m, 1H), 3.47 (s, 3H), 
3.10 (s, 1H), 3.08 (s, 1H), 2.70 - 3.00 (m, 3H), 2.25 (m, 1H), 1.90 (m, 1H) 
(1411) 

*g-£-tJ(5)(468mg)CD \-X t> J - Jl :7k (5:1 (ll.lml) fc. Mm&m± b U 

20 A(l.l4gK U — 7J<*^ h 'J ^ A(l.48g), 2-P< ^7l/-2-y^ >(5.7ml)*iPx-C 

mUX 30 #^fit# bfeo HlSM^7j<fcfe{t N WM^T-frXmiti bfeo ^£IJS£g& 

©^l^t^ Sfe^lli: bt 490mg?f tzo Z-OUSmit HPLC £T£-Jfcb, <fb-&4& 
(6)& 146mg ftfeo 

25 J H NMR (CDCI3, 5 ppm) 7.81 - 7.86 (m, 2H), 7.20 (d, 1H, J = 8.5 Hz), 3.74 (s, 3H), 
3.09 (s, 1H), 3.06 (s, 1H), 2.70 - 3.00 (m, 3H), 2.25 (m, 1H), 1.90 (m, 1H). 

(i5ig) 
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(20 ml), DMF— m%bnz.XmW£ 30 fi-mMWVfco il^St, n u F® 

y**-9->(2ml)**lC'ft3-&«r (2) (56mg) N t U 5> >(l6.2 ml) & #D £ T 1 B# 

(7)* &fel£H J: It 27.8 mgifco 

2 H NMR (CDC1 3 , 5 ppm) 10.70 (bs, 1H), 7.78 (d, 1H, J = 2.0 Hz), 7.54 - 7.59 (m, 2H), 
7.52(dd, 1H, J = 8.5, 2.0 Hz), 7.36 (d, 1H, J = 8.5 Hz), 7.20 (s, 1H), 7.10 (d, 1H, J = 8.5 
Hz), 3.75 (s, 3H), 3.03 (s, 1H), 3.00 (s, 1H), 2.70 - 2.87 (m, 3H), 2.25 (m, 1H), 1.85 (m, 
1H) 

m 6ig) 

<fb-&#K7)(23.1mg)©7 i h 5 b FD77 $ J -->Kl:l)M(2 ml)fc 1 Mfe 

jk.W.tt>-r Y V A(l mD&flD*. 1 ^F^^#bfco ^H/f^MSE^*^. lmol/L:t£ 
BI&inAT&ttfc: L&o 4ilfe«RS«b, Itft^li (A-l) 

& 6£5^H tit 18.7mg#fco 

a H NMR (DMSOd6, 5 ppm) 12.70 (s, 1H), 12.30 (bs, 1H), 8.21 (d, 1H, J = 2.0 Hz), 
7.94 (dd, 1H, J = 8.5, 2.0 Hz), 7.90 (s, 2H), 7.85 (dd, 1H, J = 8.0, 1.6 Hz), 7.72 (d, 1H, 
J = 8.5 Hz), 7.28 (d, 1H, J = 8.0 Hz), 2.80 - 3.10 (m, 4H), 2.70 (m, 1H), 2.12 (m, 1H), 
1.79 (m, 1H). 

ih^m (6) a mm*? <ov n> ^x^}v%m^&z.t\z£y) s 
to-&*(A-2)~'fb'&4&(A-23)sisj60! 1 mmm<Dfimtmm(Djs&T^!&isfzo 
vommm&m 1 -at 4 mm u&o 
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No. 



A-2 



R2 



H 



!H-NMR (DMSO d-6) 



12.40 (bs, 1H), 8.15 (d, 1H, J = 2.0 Hz), 
7.89 (dd, 1H, J = 8.5, 2.0 Hz), 7.85 (s, 
1H), 7.69 (s, 1H), 7.64-7.74 (m, 2H), 7.22 
(d, 1H, J= 7.3 Hz), 2.70 - 3.10 (m, 5H), 
2.15 (m, 1H), 1.80 (m, 1H) 



A-3 



XXX 



H 



12.60 (s, 1H), 12.30 (bs, 1H), 8.21 (d, 1H 
J = 2.0 Hz), 7.94 (dd, 1H, J = 8.5, 2.0 
Hz), 7.92 (s, 1H), 7.89 (s, 1H), 7.85 (d, 
1H, J = 8.5 Hz), 7.72 (d, 1H, J = 8.5 Hz) 
7.25(d, 1H, J = 8.5 Hz), 2.80 - 3.10 (m, 
4H), 2.75 (m, 1H), 2.10 (m, 1H), 1.80 (m 
1H) 



A-4 




H 



13.50 (bs, 1H), 12.70 (s, 1H), 8.22 (d, 1H 
J = 2.0 Hz), 7.85-8.00 (m, 2H), 7.97 (s, 
1H), 7.92 (s, 1H), 7.73 (d, 1H, J = 8.5 
Hz), 7.32 (d, 1H, J = 8.2 Hz), 3.10-3.50 
(m, 2H), 2.90-3.00 (m, 2H), 2.00 - 2.30 
(m, 2H) 



A-5 




CHs 



10.30 (bs, 1H), 7.86 (d, 1H, J = 2.0 Hz), 
7.65 - 7.70 (m, 2H), 7.58 (dd, 1H, J = 8.5 
2.0 Hz), 7.42 (d, 1H, J = 8.5 Hz), 7.21 (s, 
1H), 7.18 (d, 1H, J= 8.9 Hz), 3.88 (s, 
3H), 3.42 (dd, 1H, J= 37.2, 18.0 Hz), 

22 (dd, 1H, J = 18.0, 17.1 Hz), 3.07 (m, 
1H), 2.90 (m, 1H), 2.00 - 2.45 (m, 2H) 
(CDCI3) 



A-6 




H 



13.00 (s, 1H), 12.60 (bs, 1H), 8.61 (d, 1H, 

= 2.0 Hz), 8.27 (dd, 1H, J = 8.0, 2.0 
Hz), 8.22 (d, 1H, J = 2.0 Hz), 7.95 (dd, 
1H, J = 8.5, 2.0 Hz), 7.93 (s, 1H), 7.73 (d, 
1H, J = 8.5 Hz), 7.60 (d, 1H, J = 8.0 Hz), 
.1 8 - 3.30 (m, 3H), 2.80 - 2.90 (m, 2H) 



A-7 




CHs 



10.40 (bs, 1H), 8.57 (d, 1H, J = 2.0 Hz), 
8.21 (dd, 1H, J = 8.0, 2.0 Hz), 7.90 (d, 
1H, J = 2.0 Hz), 7.63 (dd, 1H, J = 8.5, 2.0 
z), 7.49 (d, 1H, J= 8.0 Hz), 7.46 (d, 1H, 
= 8.5 Hz), 7.22 (s, 1H), 3.74 (s, 3H), 
20 - 3.38 (m, 3H), 2.85 - 3.10 (m ; 2H) 
(CDCI3) 



41 



WO 02/059099 



PCT/JP02/00546 



m 2 



No. 


A 




1 H-NMR (DMSO d-6) 


AO 
il o 


XXX 

OH 




12.75 (s, 1H), 8.25 (s, 1H), 8.21 (d, 1H, J 
= 2.0 Hz), 7.94 (dd, 2H, J = 8.0, 2.0 Hz), 
7.91 (s, 1H), 7.72 (d, 1H, J = 8.0 Hz), 
/ .zy {a, IJtl, d — o.U riz,), 0.0U (t>s, 111), 
4.74 (dd, 1H, J = 10.0, 5.8 Hz), 3.67 (s, 
3H), 2.90 - 3.10 (m, 3H), 2.40 (m, 1H), 
1.70 (m, 1H) 


A-9 


xxr 

T 

F 


H 


12.83 (s, 1H), 12.55 (bs, 1H), 8.18 - 8.26 
(m, 2H), 8.08 (m, 1H), 7.95 (dd, 1H, J = 
8.5, 2.0 Hz), 7.92 (d, 1H, J= 1.2 Hz), 
7.73 (d, 1H, J = 8.5 Hz), 7.43 (m, 1H), 
5.80 (m, 1H), 3.20 (m, 1H), 2.80 - 3.05 
(m, 3H), 2.05 (m, 1H) 


A-10 




H 


12.84 (s, 1H), 12.50 (bs, 1H), 8.51 (s, 
1/2H), 8.22 (s, 1H), 8.03 (s, 1/2H), 7.89- 
8.00 (m, 3H), 7.72 (d, 1H, J = 8.6 Hz), 
7.40 (d, 1/2H, J = 8.6 Hz), 7.37 (d, 1/2H, 

T 0 A TT \ /"» t~\r\ / -t /rtTT\ i~ r\-t / ~t inTT\ 

J - 8.4 Hz), 6.00 (s, 1/2H), 5.91 (s, 1/2H), 
5.20 (s, 1/2H), 2.50-3.20 (m, 4H), 2.17 (s, 
3/2H) 


A-ll 


o 


CH 3 


9.81 (bs, 1H), 8.60 (d, 1H, J = 1.8 Hz), 
8.25 (dd, 1H, J = 8.5, 1.8 Hz), 7.97 (d, 
1H, J = 2.0 Hz), 7.68 (dd, 1H, J = 8.2, 2.0 
Hz), 7.51 (d, 1H, J = 8.0 Hz), 7.50 (d, 1H, 
J = 8.3 Hz), 7.25 (s, 1H), 5.38 (dd, 1H, J 
= 47.0, 3.9 Hz), 3.73 (s, 3H), 3.40-3.70 
(m, 3H) (CDCI3) 


A-12 




H 


lo.XU (ps, zxi), iu.yu (S, 111), y.01 (s, 
1H), 8.24 (d, 1H, J = 1.8 Hz), 8.10 - 8.22 
(m, 3H), 7.97 (dd, 1H, J = 8.5, 1.8 Hz), 
7.95 (s, 1H), 7.74 (d, 1H, J = 8.5 Hz), 
7.47 (s, 1H) 


A-13 


o 


1 

GHs • 
( 


10.40 (bs, 1H), 8.20 - 8.27 (m, 2H), 7.86 
(s, 1H), 7,56 - 7.63 (m 2H) 7 41 (d 1H J 
= 8.5 Hz), 7.23 (s, 1H), 3.70 (s, 3H), 3.50 
:m, 1H), 2.90 - 3.15 (m, 3H), 2.79 (m, 
LH) (CDGI3) 


A-14 


o 


: 

H 

3 
] 


L3.00 (s, 1H), 12.30 (s, 1H), 8.44 (d, 1H, 
F = 1.5 Hz), 8.36 (dd, 1H, J = 8.0, 1.5 
iz), 8.22 (d, 1H, J = 2.0 Hz), 7.95 (dd, 
LH, J = 8.5, 2.0 Hz), 7.94 (s, 1H), 7.76 (d, 
LH, J = 8.0 Hz), 7.73 (d, 1H, J = 8.5 Hz), 
$.45 (m, 1H), 2.70 - 3.10(m, 4H) 
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No. 



R21 



iH-NMR (DMSO d-6) 



A-15 




9.90 (bs, 1H), 7.91 (d, 1H, J = 2.0 Hz), 
'7.76 (s, 1H), 7.71 (d, 1H, J = 8.0 Hz), 
7.62 (dd, 1H, J = 8.5, 2.0 Hz), 7.45 (d, 
CH 3 |lH, J = 8.5 Hz), 7.30 (d, 1H, J = 8.0 Hz), 
7.21 (s, 1H), 3.72 (s, 3H), 3.15 - 3.30 (m, 
|2H), 2.96 (m, 1H), 2.64 - 2.80 (m, 2H), 
2.53 (d, 2H, J = 7.4 Hz) (CPCla) 



A-16 




12.60 (s, 1H), 12.20 (s, 1H), 8.21 (d, 1H, 
J = 2.0 Hz), 7.91 - 8.00 (m, 3H), 7.90 (s, 
H 1H), 7.72 (d, 1H, J = 8.5 Hz), 7.37 (d, 1H,| 
J = 8.0 Hz), 3.05 - 3.20 (m, 2H), 2.60 - 
2.85 (m, 3H), 2.44 (d, 2H, J = 7.0 Hz) 



A-17 




13.30 (bs, 1H), 13.00 (s, 1H), 8.88 (s, 
1H), 8.71 (s, 1H), 8.29 (d, 1H, J = 8.5 
H Hz), 8.16 - 8.26 (m, 3H), 8.10 (d, 1H, J = 
8.9 Hz), 7.97 (dd, 1H, J= 1.7, 8.2 Hz), 
7.96 (s, 1H), 7.74 (d, 1H, J =8.2 Hz) 



A-18 




10.30 (bs, 1H), 8.66 (s, 1H), 8.46 (s, 1H), 
8.18 (dd, 1H, J= 8.5, 1.7 Hz), 8.07 (d, 
1H, J = 8.5 Hz), 8.02 (dd, 1H, J= 8.5, 1.7| 
CH 3 |Hz), 7.97 (d, 1H, J= 8.5 Hz), 7.84 (d, 1H,| 
J = 1.9 Hz), 7.57 (dd, 1H, J= 8.2, 1.9 
IHz), 7.39 (d, 1H, J = 8.2 Hz), 7.23 (s, 
1H), 4.02 (s, 3H) (CDCI3) 



A-19 




12.40 (s, 1H), 12.30 (bs, 1H), 8.79 (d, 1H,| 
I J = 3.4 Hz), 8.33 (d, 1H, J = 8.5 Hz), 8.2l| 
rH (d, 1H, J = 2.0 Hz), 8.15 (d, 1H, J= 1.5 
' 3 |Hz), 7.94 (dd, 1H, J = 8.5, 2.0 Hz), 7.85 
(s, 1H), 7.82 (dd, 1H, J = 8.5, 1.5 Hz), 
7.72 (d, 1H, J = 8.5 Hz), 3.88 (s, 3H) 



A-20 




CHs 



A-21 




H 



12.80 (s, 1H), 12.40 (d, 1H, J = 2.7 Hz), 
8.33 (s, 1H), 8.32 (d, 1H, J = 2.7 Hz), 
8.23 (d, 1H, J = 2.0 Hz), 8.11 (d, 1H, J = 
8.2 Hz), 8.00 (dd, 1H, J = 8.2, 1.5 Hz), 
7.96 (dd, 1H, J = 8.5, 2.0 Hz), 7.91 (s, 
1H), 7.73 (d, 1H, J = 8.5 Hz), 3.85 (s, 3H) | 
12.90 (bs, 1H), 8.83 (s, 1H), 8.48 (d, 1H, 
J = 8.5 Hz), 8.32 - 8.43 (m, 2H), 8.23 (d, 
1H, J = 2.0 Hz), 8.20 (d, 1H, J = 8.5 Hz), 
7.96 (dd, 1H, J = 8.5, 2.0 Hz), 7.90 (s, 
|1H), 7.72 (d, 1H, J = 8.5 Hz) 



A-22 




10.50 (bs, 1H), 8.49 (d, 1H, J = 2.0 Hz), 
8.41 (d, 1H, J = 8.5 Hz), 8.38 (d, 1H, J = 
8.5 Hz), 8.31 (d, 1H, J = 8.5 Hz), 8.22 
CHs j(dd, 1H, J = 8.5, 2.0 Hz), 7.81 (d, 1H, J = [ 
2.0 Hz), 7.53 (dd, 1H, J = 8.5, 2.0 Hz), 
7.35 (d, 1H, J = 8.5 Hz), 7.24 (s, 1H), 
4.13 (s, 3H) (GDCI3) 
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No. 


A 


R21 


iH-NMR (DMSO d-6) 


A-23 




CHs 


11.40 (s, 1H), 8.70 (d, 1H, J = 2.0 Hz), 
8.54 (d, 1H, J = 8.5 Hz), 8.45 (d, 1H, J = 
8.5 Hz), 8.43 (dd, 1H, J = 8.5, 2.0 Hz), 
8.29 (d, 1H, J 8.5 Hz), 8.05 (d, 1H, J = 
2.0 Hz), 7.73 (dd, 1H, J = 8.5, 2.0 Hz), 
7.51 (d, 1H, J = 8.5 Hz), 7.28 (s, 1H), 
4.04 (s, 3H) (CDCls) 
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mmm 2 
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R ~Vs o 

R 2 



No 




R2 


1 H-NMR (DMSO d-6) 


B-l 


F 3 C 


F 


H 


12.70 (bs, 2H), 8.37 - 8.42 (m, IH), 7.74 - 
7.91 (m, 4H), 7.52 - 7.57 (m, IH), 7.29 (d, 
IH, J= 7.7 Hz), 2.87 - 3.08 (m, 4H), 2.69 
- 2.77 (m, IH), 2.11 - 2.16 (m, IH), 1.79 - 


B-2 


OCX 


H 


12.57 (bs, IH), 7.83 - 7.90 (m, 2H), 7.63 - 
7.66 (m, 2H), 7.56 (s, IH), 7.28 (d, IH, J 
= 7.9 Hz), 7.11 (d, IH, J = 7.9 Hz), 2.68 - 
3.07 (m, 9H), 2.10 - 2.16 (m, IH), 1.75 - 
1.82 (m, 5H) 


B-3 




H 


xz.uo (,DS, .<££l;, /./4 - /.yx (Ed, 4ri), 7. bo 
(s, IH), 7.34 (t, IH, J = 7.6 Hz), 7.28 (d, 
IH, J = 8.2 Hz), 7.15 (d, IH, J = 7.3 Hz), 
2.86 - 3.06 (m, 4H), 2.61 - 2.77 (m, 3H), 
2.12 - 2.16 (m, IH), 1.73 - 1.86 (m, IH), 
1.55 - 1.65 (m, 2H), 1.29 - 1.40 (m, 2H), 
0.92 (t, 3H, J = 7.3 Hz) 


B-4 


F 


H 


12 73 rt><? 1FD 12 40 (hi 1H> 8 34 (t 
IH, J = 8.2 Hz), 7.72 - 7.91 (m, 5H), 7.29 
(d, IH, J = 7.3 Hz), 2.86 - 3.08 (m, 4H), 
2.69 - 2.77 (m, IH), 2.11 (m, IH), 1.73 - 
1.86 (m, IH) 


B-5 




F 


H 


12.66 (bs, IH), 12.37 (bs, IH), 7.84 - 7.97 
(m, 3H), 7.57 (d, IH, J = 2.4 Hz), 7.19 - 
7.30 (m, 3H), 2.86 - 3.08 (m, 4H), 2.65 - 
2.78 (m, 3H), 2.11 - 2.16 (m, IH), 1.72 - 
1.82 (m, IH), 1.30 - 1.34 (m, 4H), 0.85 - 
0.90 (m, 3H) 


B-6 






H - 


12.60 (bs, 2H), 7.64 - 7.90 (m, 4H), 7.64 
(s, IH), 7.28 (d, IH, J = 8.2 Hz), 7.20 (dd, 
IH, J = 9.4 Hz, 0.9 Hz), 2.88 - 3.06 (m, 
4H), 2.62 - 2.78 (m, 3H), 2.12 - 2.16 (m, 
IH), 1.73 - 1.86 (m, IH), 1.56 - 1.63 (m, 
2H), 1.30 - 1.34 (m, 4H), 0.85 - 0.90 (m, 
3H) 


B-7 




H : 


L2.70 (s, IH), 12.35 (bs, IH), 7.97 (m, 
LH), 7.89 (s, IH), 7.84 (dd, IH, J = 8.0, 
L.8 Hz), 7.82 (m, IH), 7.79 (s, IH), 7.53 
m, IH), 7.29 (d, IH, J = 8.0 Hz), 2.60 - 
$.10 (m, 5H), 2.10 (m, IH), 1.90 (m, IH) 
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its® 

No. 


R 1 


R2 


iH-NMR (DMSO d-6) 


B-8 




H 


iz.o / ^s, 1x1^, IZ.oo (Jos, 1x1;, 0.0A (s, 
1H), 8.25 (m, IH), 7.94 (s, IH), 7.91 (s, 
1H), 7.85 (dd, IH, J = 7.9, 1.8 Hz), 7.70 
(d, 2H, J = 5.2 Hz), 7.29 (d, 1H, J = 7.9 
Hz), 2.60 - 3.10 (m, 5H), 2.10 (m, 1H), 
XioU (m, Xri) 


B-9 


F^ 
F 


H 


12.72 (s, 1H), 12.38 (bs, 1H), 7.80 - 7.95 
(m, 3H), 7.68 (m, 1H), 7.20 - 7.50 (m, 
3H), 2.60 - 3.10 (m, 5H), 2.10 (m, 1H), 
1.80 (m, 1H) 


B-10 




F 


12.90 (bs, 2/3H), 12.70 (bs, 1/3H), 12.40 
(bs, 1H), 8.22 (d, 1/3H, J = 2.1 Hz), 8.15 
(d, 2/3H, J = 2.1 Hz), 7.70 - 8.05 (m, 4H), 
7.29 (d, 1H, J = 7.9 Hz), 2.60 - 3.10 (m, 
5H), 2.10 (m, 1H), 1.90 On 1H) 


Bll 


Me F 


H 


12.68 (bs, 1H), 12.38 (bs, 1H), 7.82-8.00 
(m, 3H), 7.58 (d, 1H, J = 2.4 Hz), 7.22 - 
7.38(m, 3H), 3.30 (m, 1H), 2.65 - 3.10 (m, 
5H), 2.17 (m, 1H), 1.80 (m, 1H), 1.26 (d, 
6H, J = 7.0 Hz) 


B12 




H 


lz.oy^s, xrx), iz.oy (jos, Ixi), 7.oz - o.UO 
(m, 3H), 7.58 (d, 1H, J = 2.4 Hz), 7.20 - 
7.36 (m, 3H), 2.60-3.10 (m, 6H), 2.15 (m, 
1H), 1.20-1.90 (m, 11H) 


B-13 


O^J F 


H 


12.60 (bs, 2H), 7.97 (dt, 1H, J = 1.8, 7.6 
Hz), 7.91 (s, 1H), 7.86 (d, 1H, J = 8.2 
Hz), 7.58 (d, 1H, J = 2.4 Hz), 7.22-7.40 
(m, 3H), 3.97 (dd, 2H, J = 2.7, 10.7 Hz), 
2.65-3.60 (m, 8H), 2.15 (m, 1H), 1.65- 
1.85 (m, 5H) 


B-14 


pcoXX 
F 3 co f ^ 

F 


H ' 


12.76 (brs. 1H), 12.37 (brs, 1H), 8.10 - 
8.15 (m, 1H), 7.91 (brs, 1H), 7.85 - 
7.88(m, 1H), 7.72 (d, 1H, J = 2.7 Hz), 
7 55 - 7 60 On 1H) 7 42 - 7 47 <m 1IT1 
7.29 (d, 1H, J = 7.9 Hz), 2.86 - 3.08 (m, 
1H), 2.67 - 2.78 (m, 1H), 2.10 - 2.15 (m, 
IH), 1.72 - 1.91 (m, 1H) 


B-15 




h ; 

c 


L2.76 (s. 1H), 12.37 (s, 1H), 7.95 (dt, 1H, 
J = 5.6 Hz, 1.9 Hz), 7.90 (brs, 1H), 7.84 - 
7.88(m, 1H), 7.57 (d, IH, J = 2.5 Hz), 
7.16 - 7.32 (m, 8H), 2.86 - 3.01 (m, 8H), 
2.68 - 2.78 (m, IH), 2.10 - 2.18 (m, IH), 
L.73 - 1.85 (m, IH) 
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M7 



No. 


Ri 


R2 


iH-NMR (DMSO d-6) 


B-16 


Me O ] 
F 


H 


12.69 (bs. 1H), 12.38 (bs, 1H), 7.85 - 7.90 
(m, 2H), 7.61 - 7.66(m, 1H), 7.58 (d, 1H, 
J = 2.5 Hz), 7.28 (d, 1H, J = 8.3 Hz), 7.12 
- 7.23 (m, 1H), 4.08 (t, 2H, J = 6.4 Hz), 
2.87 - 3.05 (m, 1H), 2.70 - 2.75 (m, 1H), 
2.10 - 2.15 (m, 1H), 1.72 - 1.85 (m, 3H), 
1.41 - 1.53 (m, 2H), 0.96 (t, 3H, J = 7.4 
Hz) 


B-17 




CH 3 


12.49 (bs. 1H), 8.05 (s, 1H), 7.97 - 
8.01(m, 1H), 7.88 (s, 1H), 7.82 - 7.86 (m, 
1H), 7.68 - 7.73 (m, 2H), 7.27 (d, 1H, J = 
8.1 Hz), 2.85 - 3.06 (m, 4H), 2.67 - 2.76 
(m, 1H), 2.55 (s, 3H), 2.10.- 2.15 (m, 1H), 
1.71 - 1.84 (m, 1H) 


B-18 




H 


12.68(s, 1H), 12.38(bs, 1H), 7.83-7.98(m, 
3H), 7.57(d, 1H, J = 2.7 Hz), 7.20- 
7.38(m, 3H), 3.20-3.42(m, 2H), 2.65- 
3.10(m, 5H), 1.55-2.20(m, 9H) 


B-19 


Me ff^l 
F 


H 


12.68(s, 1H), 12.38(bs, 1H), 7.96(m, 1H), 
7.90(8, 1H), 7.85(d, 1H, J = 8.2 Hz), 
7.57(d, 1H, J = 2.7 Hz), 7.20-7. 52(m, 
3H), 2.60-3.10(m, 5H), 2.57(d, 2H, J = 
6.4 Hz), 1.70-2.20(m, 3H), 0.91(d, 6H, J 
= 6.7 Hz) 


B-20 


Me y ^ 
F 


H 


12.67 (bs, 1H), 12.39 (bs, 1H), 7.85-7.99 
(m, 3H), 7.58 (d, 1H, J = 3.0Hz), 7.20- 
7.30 (m, 3H), 2.86-3.08 (m, 4H), 2.64- 
2.78 (3H, m), 2.08-2.18 (m, 1H), 1.72- 
1.86 (m, 1H), 1.64 (sext, 2H, J = 7.5 Hz), 
0.94 (t, 3H, J = 7.2Hz) 


B-21 


F 


H 


12.67 (bs, 1H), 12.42 (bs, 1H), 7.84-7.97 
(m, 3H), 7.57 (d, 1H, J = 2.7Hz), 7.19- 
7.30 (3H, m), 2.85-3.08 (m, 4H), 2.66- 
2.78 (m, 3H), 2.08-2.18 (m, 1H), 1.72- 

7.2Hz), 1.35 (sext, 2H, J = 7.5 Hz), 0.92 
(t, 3H, J = 7.2 Hz) 


B-22 


Me 


H 


12.70 (s, 1H), 12.40 (bs, 1H), 8.05 (m, 
1H), 7.91 (s, 1H), 7.85 (d, 1H, J = 9.2 
Hz), 7.59 (d, 1H, J = 2.1 Hz), 7.25-7.60 
Cm, 3H), 4.29 (d, 1H, J= 6.7 Hz), 3.16 (s, 
3H), 2.60-3.10 (m, 5H), 1.70-2.20 (m, 
3H), 0.96 (d, 3H, J = 6.5 Hz), 0.80 (d, 3H, 
T=6.5Hz) 



WO 02/059099 
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No. 




R2 


iH-NMR (DMSO d-6) 


B-23 




H 


12.68 (s, 1H), 12.39 (bs, 1H), 8.04 (m, 
■tn;, /.yi. i^s, iJnL^ /.oo ^a, iJti, J — /.y 
Hz), 7.58 (d, 1H, J = 2.4 Hz), 7.26-7.38 
(m, 3H), 4.32 (d, 1H, J = 7.0 Hz), 3.15 (s, 
3H), 2.64-3.15 (m, 5H), 0.95-2.20 (m, 
13H) __J 


B-24 




F 


12.60 (bs, 2H),8.16 (s, 1H), 8.13 (m, 1H), 
7.88 (s, 1H), 7.84 (dd, 1H, J = 1.8, 7.9 
Hz), 7.72-7.78 (m, 2H), 7.27 (d, 1H, J = 

rt Q TT__\ O /2Cl O "1 n t*TT\ rt 1 f / iTT\ 1 

7.9 Hz), ^.60-3.10 (m, 5H), 2.15 (m, 1H), 
1.80 (m, 1H) 


B-25 


ivie j y 
Me^O F 


H 


12.70 (s, 1H), 12.40 (bs, 1H), 8.03 (m, 
1H), 7.91 (s, 1H), 7.86 (d, 1H, J = 9.5 
Hz), 7.58 (d, 1H, J = 2.4 Hz), 7.25-7.38 
(m, 3H), 4.38 (d, 1H, J = 7.0 Hz), 3.30 (q, 
2H, J = 7.0 Hz), 2.62-3.10 (m, 5H), 1.70- 
2.20 (m, 3H), 1.11 (t, 3H, J = 7.0 Hz), 
0.96 (d, 3H, J -6.7 Hz), 0.80 (d, 3H, J = 
6.7 Hz) 


B-26 


F 


H 


12.66 (bs. 1H), 12.37 (bs, 1H), 7.84 - 7.97 
(m, 3H), 7.57 (d, 1H, J = 2.5 Hz), 7.17 - 
7.30 (m, 3H), 2.87 - 3.07 (m, 4H), 2.65 - 
2.74 (m, 3H), 2.10 - 2.16 (m, 1H), 1.74 - 
1.85 (m, 1H), 1.50 - 1.60 (m, 2H), 1.26 - 
1.32 (m, 8H), 1.02 - 1.05 (m, 3H) 


B-27 


in 

F 


H 


12.67 (bs. 1H), 12.40 (bs, 1H), 7.84 - 7.97 
(m, 3H), 7.57 (d, 1H, J = 2.5 Hz), 7.18 - 
7.30 (m, 3H), 2.86 - 3.05 (m, 4H), 2.64 - 
2.78 (m, 3H), 2.11 - 2.16 (m, 1H), 1.74 - 
1.82 (m, 1H), 1.54 - 1.64 (m, 2H), 1.24 - 
1.30 (m, 10H), 0.83 - 0.87 (m, 3H) 


B-28 


F 


H 

I 


12.67 (bs. 1H), 7.84 - 7.98 (m, 3H), 7.57 
(d, 1H, J = 2.5 Hz), 7.19 - 7.30 (m, 3H), 
2 85 - 3 07 (m 4H) 2 64 - 2 78 (m 
2.11 - 2.16 (m, 1H), 1.72 - 1.85 (m, 1H), 
1.57- 1.59 (m, 2H), 1.23 - 1.30 (m, 14H), 
3.82 - 0.86 (m, 3H) 


B-29 


F 


< 

h ; 

r 


12.70 (bs, 1H), 12.38 (bs, 1H), 7.84-7^931 
:m, 3H), 7.62 (d, 1H, J = 2.7Hz), 7.58 (d, 
LH, J = 8.4Hz), 7.28 (d, 1H, J = 8.4Hz), 
2.68-3.07 (m, 7H), 2.08-2.18 (m, 1H), 
L.72-1.85 (m, 1H), 1.60 (sext, 2H, J = 
r.2Hz), 0.98 (t, 3H, J = 7.2Hz) J 
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No. 


Ri 


R2 


iH-NMR (DMSO d-6) 


T3 on 


IVIB \J 1 

F 


TT 
±1 


12.68 (bs, 1H), 12.38 (bs, 1H), 7.83-8.00 
(m, 3H), 7.57 (d, 1H, J = 2.7Hz), 7.20- 
7.34 (m, 3H), 3.62 (t, 2H, J = 6.9Hz), 

O AC /„, OTT T — /"» oTT \ O Or-r o r\i—r s 

3.45 (q, 2H, J = 6.9Hz), 2.87-3.07 (m, 
6H), 2.68-2.78 (m, 1H), 2.08-2.18 (m, 
1H), 1.72-1.86 (m, 1H), 1.10 (t, 3H, J = 
7.2Hz) 


B-31 




H 


12.67 (bs, 1H), 12.38 (1H, bs), 7.98 (dt, 
1H, J = 2.1, 7.2Hz), 7.84-7.92 (m, 2H), 
/.o/ (,u, jlxi, d — z. /xlz^, /.ib-/.d4 (m, 
8H), 4.06 (s, 2H), 2.85-3.07 (m, 4H), 
2.67-2.78 (m, 1H), 2.08-2.18 (m, 1H), 
1.71-1.85 (m, 1H) 


B-32 


Me F 


H 


12.68 (s, 1H), 12.37 (bs, 1H), 8.02 (m, 
1H), 7.91 (s, 1H), 7.86 (d, 1H, J = 8.5 
Hz), 7.58 (s, 1H), 7.41 (m, 1H), 7.24-7.34 
(m, 2H), 3.20-3.40 (m, 2H), 2.60-3.10 (m, 
5H), 2.15 (m, 1H), 1.80 (m, 1H), 1.58 (s, 
6H), 1.14 (t, 3H, J = 6.7 Hz) 
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3 ih&m (c-i) omm 

^v^S Hit CI H 



i2i? 




S-CQ 2 Et 




C-1 

(US l ig) 

^li 1 -JS 1 xafcflev^J* bfe-fbl^tf (2)166 mg. 2-Ji h S/ * ;i/ /Jt - 
5-3-F^>^f ^7x>(8)150 mg, h V ^^^7 X > 137 mg N £ «fc V If * ( h 
ij7x-Jk*^7 0)/t7^ t> A(II)^ ^ D >J h* 16 mg * DMF (3 ml)£$gfl¥ Us 

?Fi'77^-f: ( kDi8*lSCftK ft^ft(9)* 247 mg^feo 
*H NMR (CDC1 3 , tf ppm) 10.36 (bs, 1H), 8.41 (s, 1H), 8.09 (s, 1H), 7.95 (s, 2H), 7.84 
(d, 1H, J = 2.1 Hz), 7.58 (dd, 1H, J = 8.5 Hz, 2.1 Hz), 7.34 (d, 1H, J = 8.5 Hz), 7.22 (s, 
1H), 4.45 (q, 2H, J = 7.1 Hz), 1.45 (t, 3H, J = 7.1 Hz). 
( m 2 ) 

-fb-£fe(9)217 mg £ y — 71/(5 ml)£ ^^-^Fi^>(3 ml)fcig8P b. 5mol/L7j<^ 

thf r-wttj bfeo *«JS^lifn^^7jcT«^^ N iir^i/^A-cgi^ 

MffTCtI4gSbfe.il & tl7cg|^£ DMF &mi&& U 'fb-^-te(C-l)* 105 
mg f# 7c o 

J H NMR (DMSOd6, 6 ppm) 13.69 (br, 1H), 12.94 (s, 1H), 8.81 (s, 1H), 8.21 - 8.26 (m, 
3H), 8.19 (dd, 1H, J = 8.6 Hz, 1.7 Hz) 7.96 (dd, 1H, J = 8.5 Hz, 2.1 Hz), 7.94 (s, 1H), 
7.73 (d, 1H, J = 8.5 Hz). 
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1 0 




No. 


A 


1 H-NMR (DMSO d-6) 


C-2 




12.95 (s, 1H), 8.86 (s, 1H), 8.23 (d, 1H, J = 
1.8 Hz), 8.21 (s, 1H), 8.12 - 8.19 (m, 2H ), 
7.97 (dd, 1H, J= 8.2 Hz, 1.8 Hz), 7.96 (s, 
1H), 7.74 (d, 1H, J = 8.2 Hz) 


C-3 




12.88 (bs, 1H), 8.62 (d, 1H, J = 1.8 Hz), 8.23 
(dd, 1H, J = 7.5 Hz, 1.8 Hz), 8.22 (s, 1H), 
7.95 (dd, 1H, J = 8.7 Hz, 2.4 Hz), 7.86 (d, 
1H, J = 9.0 Hz), 7.92 (s, 1H), 7.74 (s, 1H), 
7.72 (d, 1H, J = 8.4 Hz) 


C-4 


joey 


12.92 (s, 1H), 8.49 (s, 1H), 8.21 (s, 1H), 8.08 
(d, 1H, J= 8.4 Hz), 7.95 (s, 1H), 7.92 (bs, 
2H), 7.76 (s, 1H), 7.71 (d, 1H, J = 8.4 Hz) 


C-5 


Me 

^XDc^ 


12.87 (bs, 1H), 8.73 (s, 1H), 8.23 (dd, 1H, J 
= 9.0 Hz, 1.8 Hz), 8.23 (s, 1H), 7.95 (dd, 1H, 
J = 8.4 Hz, 1.8 Hz), 7.92 (s, 1H), 7.81 (d, 
1H, J = 9.0 Hz), 7.72 (d, 1H, J = 8.4 Hz), 
2.62 (s, 3H) 


C- 6 




12.88 (bs, 1H), 8.41 (s, 1H), 8.21 (d, 1H, J = 
1.8Hz), 8.05 (dd; 1H, J = 8.4, 1.5Hz), 7.95 
(dd, 1H, J = 8.4, 2.1Hz), 7.93 (s,lH), 7.86 (d, 
1H, J = 8.1Hz), 7.72 (d, 1H, J = 8.4Hz), 7.63 
(d, 1H, J = 15.9Hz), 7.47 (s, 1H), 6.54 (d, 
1H, J = 15.9Hz) 


C-7 




12.83 (s,lH), 8.54 (d, 1H, J= 1.5Hz), 8.22 
(d, 1H, J = 2.1Hz), 8.17 (dd, 1H, J = 8.7, 1.8 
Hz), 7.95 (dd, 1H, J = 8.4, 2.1 Hz), 7.92 (s, 
1H), 7.79 (d, 1H, J = 8.7 Hz), 7.73 (d, 1H, J 
=? 8.7Hz), 7.62 (d, 1H, J = 15.9Hz), 7.52 (s, 
1H), 6.49 (d, 1H, J = 16.2 Hz) 


C-8 




12.64 (bs, 1H), 12.23 (brs, 1H), 8.21 (d, 1H, 
7 = 2.4Hz), 7.94 (dd, 1H, J = 8.1, 1.8 Hz), 
7.90 (s, 1H), 7.72 (d, 1H, J = 8.4 Hz), 7.63 
;dd, 1H, J = 7.5, 1.2 Hz), 7.46 (s, 1H), 7.36 
;d, 1H, J = 7.8 Hz), 4.89 (m, 1H), 3.39 (m, 
LH), 2.95 (dd, 1H, J = 16.2, 7.2 Hz), 2.41 (t, 
2H,J = 7.2 Hz), 1.95 (m, 2H) 
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mm 4 -ih&m (d-d mm 



s 



1^8 t] JL jJ>-co 2 Et 



/=\ N^NH 2 Vj^^S O 

8 Vf-Vl F 3 C F 1Q 

F 3 C F 





I2II 



F 3 C F 

D-1 

J H NMR (DMSOd6, 6 ppm) 13.76 (br, 1H), 13.02 (s, 1H), 8.87 (s, 1H), 8.41 (t, 
1H, J = 7.8 Hz), 8.22 (s, 1H), 8.18 (d, 1H, J = 8.5 Hz), 8.15 (d, 1H, J = 8.5 Hz), 7.80 (d, 
1H, J = 2.7 Hz), 7.80 (m, 1H), 7.56 (t, 1H, J = 7.8 Hz). 

2-31 h dp- i/ jjfrTF — JV-5-3 — Y sO s J3--&7 >(8)©-ftt> X) \zm^ <D 2 

ti ^^ym^^y 1 - n ?>4b'yo%m^% zt\z& -fb-a-#j(D-2)~Yb^-tj(D- 

15)£|I|Jg#!| 4 lZs5M<Dfi& t UWi0 13 bfeo tifiiftl 1 1 % 1 2C 
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O 

H A ^ 



No. 


A 


R7 


R21 


iH-NMR (DMSO d-6) 


D-2 




CFa 


H 


13.31 (bs, 1H), 13.13 (s, 1H), 8.89 (s, 1H), 
8.71 (s, 1H), 8.20 - 8.46 (m, 5H), 7.69 - 7.92 
(m, 2H), 7.57 (t, 1H, J = 7.9 Hz) 


D-3 


JX>- 


CFa 


! H 


12.78 (s, 1H), 12.42 (bs, 1H), 8.40 ft, 1H, J = 
7.5 Hz), 8.00 (s, 1H), 7.94 (d, 1H, J = 7.9 
Hz), 7.79 (m, 1H), 7.76 (d, 1H, J = 2.7 Hz), 
7.55 (t, 1H, J = 7.9 Hz), 7.39 (d, 1H, J = 7.9 
Hz), 3.10 - 3.40 (m, 5H) 


D-4 




CF 3 


Et 


10 Olfbs 1H) 8 23ft 1H J = 7 ^ wy^ e fWo 
1H), 7.90(d, 1H, J = 7.9 Hz), 7.74(s, 1H), 
7.62(d, 1H, J = 7.9 Hz), 7.56(d, 1H, J = 2.4 
Hz), 7.51(d, 1H, J = 7.3 Hz), 7.29(d, 1H, J = 
7.6 Hz), 4.34(q, 2H, J = 7.0 Hz), 3.77(s, 2H), 
1.39ft, 3H, J = 7.0 Hz) 


D-5 




CF 3 


H 


12.91(s, 1H), 12.73(bs, 1H), 8.28-8.46(m, 
2H), 8.13ft, 1H, J = 7.3 Hz), 7.66-7.88(m, 
4H), 7.56ft, 1H, J = 7.9 Hz), 3.77(s, 2H) 


JJ-fo 


o 


CF3 


Et 


13.14(s, 1/7H), 12.96(s, 6/7H), 10.96(s, 1H), 
8.40ft, 1H, J = 7.0 Hz), 8.34(s, 1/7H), 8.28(s, 
6/7H), 8.18(d, 6/7H, J = 7.9 Hz), 8.12(d, 
1/7H, J = 7.9 Hz), 7.74-7.86(m, 3H), 7.56ft, 
1H, J = 7.6 Hz), 4.26(q, 12/7H, J = 7.0 Hz), 
4.16(q, 2/7H, J = 7.0 Hz), 3.63(s, 12/7H), 
3.40(s, 2/7H), 1.30ft, 18/7H, J = 7.0 Hz), 
1.22ft, 3/7H, J = 7.0 Hz) 
(6:1 tautomer mixture) 


D-7 




CF 3 


H 


12.86(s, 1H), 12.67(bs, 1H), 8.40ft, 1H, J = 
7.8 Hz), 7.96-8.05(m, 2H), 7.79ft, 1H, J = 6.7 
Hz), 7.77(d, 1H, J = 2.1 Hz), 7.48-7.60(m, 
3H), 2.93(t, 2H, J = 8.2 Hz), 2.55ft, 2H, J = 
8.2 Hz) 


D-8 


XXX 


CFs 


Me 


13.14(bs, lH),8.85(s, 1H), 8.40(t, 1H, J = 6.7 
Hz), 8.13(s, 1H), 8.08(s, 2H), 7.75-7.84(m, 
2H), 7.56ft, 1H, J = 7.6 Hz), 3.86(s, 3H) 


D-9 




CF 3 


H 


L2.99(bs, 1H), 12.59(s, 1H), 8.39ft, 1H, J = 
r.OHz), 7.70-7.88(m, 5H), 7.55ft, 1H, J = 7.6 
iz), 7.42(d, 1H, J = 7.6 Hz), 2.94ft, 2H, J = 
5.2 Hz), 2.67ft, 2H, J = 8.2 Hz) 
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m i 2 



No. 


A 


R7 


R21 


iH-NMR (DMSO d-6) 


D-10 


^^^^^ 

xxy 


ry 

cy 

OMe 


H 


12.79(bs, 2H), 7.96-8.08(m, 3H), 7.60(d, 1H, 
J = 2.4 Hz), 7.55(s 1H) 7 50(d 1H J = 7 Q 
Hz), 7.26-7.38(m, 2H), 4.32(d, 1H, J = 7.0 
Hz), 3.15(8, 3H), 2.92(t, 2H, J = 8.2 Hz), 
2.55(t, 2H, J = 8.2 Hz), 1.00-1.99(m, HH) 


D-ll 


XXX 


l BuCH2- 
CH 2 - 


H 


12.78(s, 1H), 12.69(bs, 1H), 7.90-8.04(m, 
3H), 7.60(d, 1H, J = 2.7 Hz), 7.55(s, 1H), 

1H, J = 7.5 Hz), 2.92(t, 2H, J = 8.2 Hz), 
2.60-2.68(m, 2H), 2.55(t, 2H, J = 8.2 Hz), 
1.43-1.52(m, 2H), 0.98(s, 9H) 


D-12 


xxy 


n-Pentyl 


H 


12.80(bs, 2H), 7.90-8.04(m, 3H), 7.58(d, 1H, 

T — OA Wr»\ 7 C1/„ I TJ\ rj AG /J ITT T nn 

« — -^.i -tiz;, /.DJ.(,s, Xtl,), /.4o(a, l±i, J = 7.9 
Hz), 7.19-7.31(m, 2H), 2.91(t, 2H, J = 8.2 
Hz), 2.68(t, 2H, J = 8.2 Hz), 2.54(t, 2H, J = 
8.2 Hz), 1.58-1.64(m, 2H), 1.28-1.40(m, 4H), 
0.88(t, 3H, J = 6.7 Hz) 


D-13 


xxy 


iso-Pentyl 


H 


12 80(bs 2H) 7 90-8 Ofiftn Vff\ 7 i W\ 
7.47-7.56(m, 2H), 7.18-7.34(m, 2H), 2.92(t, 
2H, J = 8.2 Hz), 2.67(t, 2H, J = 7.2 Hz), 
2.55(t, 2H, J = 8.2 Hz), 1.49-1.68(m, 3H), 
1.19-1.35(m, 2H), 0.87(d, 6H, J = 6.7 Hz) 


D-14 


xxy 


cyclo-hexyl 


H 


12.77(s, 1H), 12.68(bs, 1H), 7.90-8.04(m, 
3H), 7.59(d, 1H, J = 2.4 Hz), 7.55(s, 1H), 
7.50(d, 1H, J = 7.9 Hz), 7.20-7.36(m, 2H), 
2.82-2.99(m, 3H), 2.55(t, 2H, J = 8.5 Hz), 
1.20-1.90(m, 10H) 


D-15 


xxy 


n-Heptyl 


H 

( 


12.77(bs, 2H), 7.90-8.04(m, 3H), 7.59(d, 1H, 
I = 2.1 Hz), 7.55(s, 1H), 7.51(d, 1H, J = 7.6 
Hz), 7.18-7.30(m, 2H), 2.92(t, 2H, J = 8.2 
Hz), 2.68(t, 2H, J = 7.3 Hz), 2.55(t, 2H, J = 
3.2 Hz), 1.50-1.70(m, 2H), 1.20-1.40(m, 8H), 
).86(t, 3H, J = 6.3 Hz) 
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(fg 1 X^) 



^-^•#1(11)169 mg, biJxf;i/7 5>96 mg, $5 «fc V K * ( 7 ;c — ;i/ * * 7 
5 -f > )7^ 5 S> £ A(II)S^ 7 n U F 11 mg § DMF (3ml)£ y — ;V(0.5 ml)fc:$8fl? b> 
— Kfl3j»*#H«TK: 90°CT* 4 B#WAnafc*# Ufeo £jfc*fc«fl&*J(S# U <7 A* 

Yh^77-f-t:J;!) w ih&m(iT)-& 63 mg 

10 J H NMR (CDCI3, d ppm) 10.00 (bs, 1H), 8.61 (1H, d, J = 1.5 Hz), 8.16 (dd, 1H, J = 
8.5 Hz, 1.5 Hz), 8.06 (s, 1H), 7.96 (d, 1H, J = 8.5 Hz), 7.92 (d, 1H, J = 2.1 Hz), 7.63 (dd, 
1H, J = 8.5 Hz, 2.1 Hz), 7.45 (d, 1H, J = 8.5 Hz), 7.25 (s, 1H), 4.46 (q, 2H, J = 7.1 Hz), 
1.46 (t, 3H, J = 7.1 Hz). 
(£ 2 Xig) 

15 -fb-£-tJ(12) '40 mg§^^ J — ;i/(l ml)fc ^ h 7 t h*tl75 >(1 ml)fciSfl? 

5mol/L TK^-fb^" b U »7 A 0.2mliQX.feo ^fiT? 2^P^H#bs Jf&JfiK"C 

itttbfet. thf i:»iiJc.^-^/T?aa bfeo *«jB*sa*iftJi*^i5fe^ N mm 

V^^i/>7AT^j|t, IffTtillgSLfeo tl^feig^DMFiP&S 
£ A b E-1 4 35 mgffco 
20 : H NMR (DMSOd6, d ppm) 13.31 (br, 1H), 13.22 (s, 1H), 8.74 (s, 1H), 8.59 (d, 1H, J 
= 1.5 Hz), 8.23 (d, 1H, J = 8.5 Hz), 8.23 (d, 1H, J = 2.1 Hz), 8.04 (dd, 1H, J = 8.5 Hz, 
1.5 Hz), 7.97 (s, 1H), 7.96 (dd, 1H, J = 8.5 Hz, 2.1 Hz), 7.74 (d, 1H, J = 8.5 Hz). 
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fc&m(E-2)& £ 1Mb tl(E-3)£ ^ »!| 5 £ M ® # & £ HHit CD ^ L & 

^SflMSt 1 3 fcw bfeo 

113 



Ci 



Cl- 



H A 

o 



o 



OH 



No. 


A 


1 H-NMR (DMSO d-6) 


E -2 




13.29 (bs, 2H), 8.73 (s, 1H), 8.70 (s, iH), 
8.23 (d, 1H, J = 1.8 Hz), 8.12 (d, 1H, J = 
8.2 Hz), 8.01 (dd, 1H, J = 8.2 Hz, 1.8 
Hz), 7.99 (dd, 1H, J = 8.2, 1.8 Hz), 7.96 
(d, 1H, J = 1.8 Hz), 7.74 (d, 1H, J = 
8.2Hz) 


E-3 


-px 

Me 


13.15 (bs, 1H), 12.89 (s, 1H), 8.43 (s, 
1H), 8.22 (d, 1H, J = 1.8 Hz), 8.14 (d, 1H, 
J = 8.7 Hz), 7.96 (s, 1H), 7.95 (dd, 1H, J 
= 8.1 Hz, 1.8 Hz), 7.75 (d, 1H, J = 8.7 
Hz), 7.73 (d, 1H, J = 8.1 Hz), 2.67 (s, 3H) 
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±fB<Dfi&tmm<DE.m&fi5 ^tizx^, — (xiii)~(xvii) 




n-^Dtf;i/, ^n:7°nb;K V7oU;k n-^7K ^fV^JK se 
c— 7^}V S n— jK fy^D^V^^l/s n-^s^rS/;i/ N ^ n ^ S> ;k 

10 n A ^ ;v tT ^ . 7x-;v, 4-7;i/tn7i-;v, 4 - h 'J 7;i/xTD^f ;V7 

01- ;k 4-^^f;V7^77i-JV, 4-tKn^Fi/7i^;K 3, 4-^:7 

jl/^-D7i-jk 4 -*;i/^dr^>7 ^ > ^ 7K 4 - 7 )V X U ^ > i7 ;]/ % 

2- t 0 DS7;K 3-K'J«;^ 4-tru^;K 2-^^-;i/, 3-^:h-;k If 

■7V-;v-2-^;k ;v- 3 ;k tn^>-2-^;v, t° y =• 

15 >-4-^;K t° U ^ ^ > - 5 --f ;K 3 -#7l/:^^> t°7K 4-#;V3}?^ 
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5 (R a , R b , R c , R d ) = (H, H, H, H), (H, H, H, CI), (H, H, H, F), (H, H, H, CF 3 ), (H, H, H, 
Br), (H, H, H, Me), (H, H, F, H), (H, H, F, CI), (H, H, F, F), (H, H, F, CF 3 ), (H, H, F, 
Br), (H, H, F, Me), (H, H, CI, H), (H, H, CI, CI), (H, H, CI, F), (H, H, CI, CF 3 ), (H, H, 
CI, Br), (H, H, CI, Me), (H, H, Me, H), (H, H, Me, CI), (H, H, Me, F), (H, H, Me, CF 3 ), 
(H, H, Me, Br), (H, H, Me, Me), (H, H, Et, H), (H, H, Et, CI), (H, H, Et, F), (H, H, Et, 

10 CF 3 ), (H, H, Et, Br), (H, H, Et, Me), (H, H, n-Pr, H), (H, H, n-Pr, CI), (H, H, n-Pr, F), 
(H, H, n-Pr, CF 3 ), (H, H, n-Pr, Br), (H, H, n-Pr, Me), (H, H, c-Pr, H), (H, H, c-Pr, CI), 
(H, H, c-Pr, F), (H, H, c-Pr, CF 3 ), (H, H, c-Pr, Br), (H, H, c-Pr, Me), (H, H, i-Pr, H), (H, 
H, i-Pr, CI), (H, H, i-Pr, F), (H, H, i-Pr, CF 3 ), (H, H, i-Pr, Br), (H, H, i-Pr, Me), (H, H, 
n-Bu, H), (H, H, n-Bu, CI), (H, H, n-Bu, F), (H, H, n-Bu, CF 3 ), (H, H, n-Bu, Br), (H, H, 

15 n-Bu, Me), (H, H, i-Bu, H), (H, H, i-Bu, CI), (H, H, i-Bu, F), (H, H, i-Bu, CF 3 ), (H, H, 
i-Bu, Br), (H, H, i-Bu, Me), (H, H, sec-Bu, H), (H, H, sec-Bu, CI), (H, H, sec-Bu, F), (H, 
H, sec-Bu, CF 3 ), (H, H, sec-Bu, Br), (H, H, sec-Bu, Me), (H, H, n-Pen, H), (H, H, n-Pen, 
CI), (H, H, n-Pen, F), (H, H, n-Pen, CF 3 ), (H, H, n-Pen, Br), (H, H, n-Pen, Me), (H, H, 
c-Pen, H), (H, H, c-Pen, CI), (H, H, c-Pen, F), (H, H, c-Pen, CF 3 ), (H, H, c-Pen, Br), (H, 

20 H, c-Pen, Me), (H, H, n-Hex, H), (H, H, n-Hex, CI), (H, H, n-Hex, F), (H, H, n-Hex, 

CF 3 ), (H, H, n-Hex, Br), (H, H, n-Hex, Me), (H, H, c-Hex, H), (H, H, c-Hex, CI), (H, H, 
c-Hex, F), (H, H, c-Hex, CF 3 ), (H, H, c-Hex, Br), (H, H, c-Hex, Me), (H, H, OH, H), (H, 
H, OH, CI), (H, H, OH, F), (H, H, OH, CF 3 ), (H, H, OH, Br), (H, H, OH, Me), (H, H, 
MeO, H), (H, H, MeO, CI), (H, H, MeO, F), (H, H, MeO, CF 3 ), (H, H, MeO, Br), (H, H, 

25 MeO, Me), (H, H, EtO, H), (H, H, EtO, CI), (H, H, EtO, F), (H, H, EtO, CF 3 ), (H, H, 

EtO, Br), (H, H, EtO, Me), (H, H, n-PrO, H), (H, H, n-PrO, CI), (H, H, n-PrO, F), (H, H, 
n-PrO, CF 3 ), (H, H, n-PrO, Br), (H, H, n-PrO, Me), (H, H, PhO, H), (H, H, PhO, CI), (H, 
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H, PhO, F), (H, H, PhO, CF 3 ), (H, H, PhO, Br), (H, H, PhO, Me), (H, H, BnO, H), (H, H, 
BnO, CI), (H, H, BnO, F), (H, H, BnO, CF 3 ), (H, H, BnO, Br), (H, H, BnO, Me), (H, H, 
PhCH 2 CH 2 0, H), (H, H, PhCH 2 CH 2 0, CI), (H, H, PhCH 2 CH 2 0, F), (H, H, PhCH 2 CH 2 0, 
CF 3 ), (H, H, PhCH 2 CH 2 0, Br), (H, H, PhCH 2 CH 2 0, Me), (H, H, CF 3 , H), (H, H, CF 3 , CI), 
(H, H, CF 3 , F), (H, H, CF 3 , CF 3 ), (H, H, CF 3 , Br), (H, H, CF 3 , Me), (H, H, CF 3 0, H), (H, 
H, CF 3 0, CI), (H, H, CF 3 0, F), (H, H, CF 3 0, CF 3 ), (H, H, CF 3 0, Br), (H, H, CF 3 0, Me), 
(H, H, Ph, H), (H, H, Ph, CI), (H, H, Ph, F), (H, H, Ph, CF 3 ), (H, H, Ph, Br), (H, H, Ph, 
Me), (H, H, 4-F-Ph, H), (H, H, 4-F-Ph, CI), (H, H, 4-F-Ph, F), (H, H, 4-F-Ph, CF 3 ), (H, 
H, 4-F-Ph, Br), (H, H, 4-F-Ph, Me), (H, H, 4-CF 3 -Ph, H), (H, H, 4-CF 3 -Ph, CI), (H, H, 
4-CF 3 -Ph, F), (H, H, 4-CF 3 -Ph, CF 3 ), (H, H, 4-CF 3 -Ph, Br), (H, H, 4-CF 3 -Ph, Me), (H, H, 
4-(Me) 2 N-Ph, H), (H, H, 4-(Me) 2 N-Ph, CI), (H, H, 4-(Me) 2 N-Ph, F), (H, H, 4-(Me) 2 N- 
Ph, CF 3 ), (H, H, 4-(Me) 2 N-Ph, Br), (H, H, 4-(Me) 2 N-Ph, Me), (H, H, 4-OH-Ph, H), (H, 
H, 4-OH-Ph, CI), (H, H, 4-OH-Ph, F), (H, H, 4-OH-Ph, CF 3 ), (H, H, 4-OH-Ph, Br), (H, 
H, 4-OH-Ph, Me), (H, H, 3,4-di-F-Ph, H), (H, H, 3,4-di-F-Ph, CI), (H, H, 3,4-di-F-Ph, 
F), (H, H, 3,4-di-F-Ph, CF 3 ), (H, H, 3,4-di-F-Ph, Br), (H, H, 3,4-di-F-Ph, Me), (H, H, 
4-COOH-Ph, H), (H, H, 4-COOH-Ph, CI), (H, H, 4-COOH-Ph, F), (H, H, 4-COOH-Ph, 
CF 3 ), (H, H, 4-COOH-Ph, Br), (H, H, 4-COOH-Ph, Me), (H, H, Bn, H), (H, H, Bn, CI), 
(H, H, Bn, F), (H, H, Bn, CF 3 ), (H, H, Bn, Br), (H, H, Bn, Me), (H, H, 4-F-Bn, H), (H, H, 
4-F-Bn, CI), (H, H, 4-F-Bn, F), (H, H, 4-F-Bn, CF 3 ), (H, H, 4-F-Bn, Br), (H, H, 4-F-Bn, 
Me), (H, H, 2-Py, H), (H, H, 2-Py, CI), (H, H, 2-Py, F), (H, H, 2-Py, CF 3 ), (H, H, 2-Py, 
Br), (H, H, 2-Py, Me), (H, H, 3-Py, H), (H, H, 3-Py, CI), (H, H, 3-Py, F), (H, H, 3-Py, 
CF 3 ), (H, H, 3-Py, Br), (H, H, 3-Py, Me), (H, H, 4-Py, H), (H, H, 4-Py, CI), (H, H, 4-Py, 
F), (H, H, 4-Py, CF 3 ), (H, H, 4-Py, Br), (H, H, 4-Py, Me), (H, H, 2-Th, H), (H, H, 2-Th, 
CI), (H, H, 2-Th, F), (H, H, 2-Th, CF 3 ), (H, H, 2-Th, Br), (H, H, 2-Th, Me), (H, H, 3-Th, 
H), (H, H, 3-Th, CI), (H, H, 3-Th, F), (H, H, 3-Th, CF 3 ), (H, H, 3-Th, Br), (H, H, 3-Th, 
Me), (H, H, Pyrazol-2-yl, H), (H, H, Pyrazol-2-yl, CI), (H, H, Pyrazol-2-yl, F), (H, H, 
Pyrazol-2-yl, CF 3 ), (H, H, Pyrazol-2-yl, Br), (H, H, Pyrazol-2-yl, Me), (H, H, Pyrazol- 
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3-yl, H), (H, H, Pyrazol-3-yl, CI), (H, H, Pyrazol-3-yl, F), (H, H, Pyrazol-3-yl, CF 3 ), (H, 
H, Pyrazol-3-yl, Bi), (H, H, Pyrazol-3-yl, Me), (H, H, pyiimidin-2-yl, H), (H, H, 
pyrimidin-2-yl, CI), (H, H, pyrimidin-2-yl, F), (H, H, pyrimidin-2-yl, CF 3 ), (H, H, 
pyrimidin-2-yl, Br), (H, H, pyrimidin-2-yl, Me), (H, H, pyrimidin-4-yl, H), (H, H, 
pyrimidin-4-yl, CI), (H, H, pyrimidin-4-yl, F), (H, H, pyrimidin-4-yl, CF 3 ), (H, H, 
pyrimidin-4-yl, Br), (H, H, pyrimidin-4-yl, Me), (H, H, pyrimidin-5-yl, H), (H, H, 
pyrimidin-5-yl, CI), (H, H, pyrimidin-5-yl, F), (H, H, pyrimidin-5-yl, CF 3 ), (H, H, 
pyrimidin-5-yl, Br), (H, H, pyrimidin-5-yl, Me), (H, H, HOOCCH 2 CH 2 CH 2 , H), (H, H, 
HOOCCH 2 CH 2 CH 2 , CI), (H, H, HOOCCH 2 CH 2 CH 2 , F), (H, H, HOOCCH 2 CH 2 CH 2 , CF 3 ), 
(H, H, HOOCCH 2 CH 2 CH 2 , Br), (H, H, HOOCCH 2 CH 2 CH 2 , Me), (H, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , H), (H, H, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (H, H, 
HOOCCH 2 CH 2 CH 2 CH 2j F), (H, H, HOOCCH 2 CH 2 CH 2 CH 2) CF 3 ), (H, H, 
HOOCCH 2 CH 2 CH 2 CH 2) Br), (H, H, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
MeOCH 2 , H), (H, H, MeOCH 2 , CI), (H, H, MeOCH 2 , F), (H, H, MeOCH 2 , CF 3 ), (H, H, 
MeOCH 2 , Br), (H, H, MeOCH 2 , Me), (H, H, EtOCH 2 , H), (H, H, EtOCH 2 , CI), (H, H, 
EtOCH 2 , F), (H, H, EtOCH 2 , CF 3 ), (H, H, EtOCH 2 , Br), (H, H, EtOCH 2 , Me), (H, H, 
EtOCH 2 CH 2 , H), (H, H, EtOCH 2 CH 2 , CI), (H, H, EtOCH 2 CH 2 , F), (H, H, EtOCH 2 CH 2 , 
CF 3 ), (H, H, EtOCH 2 CH 2 , Br), (H, H, EtOCH 2 CH 2 , Me), (H, H, MeOCH 2 CH 2 OCH 2 CH 2 , 
H), (H, H, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (H, H, MeOCH 2 CH 2 OCH 2 CH 2 , F), (H, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, H, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (H, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (H, H, MeOCH 2 CH 2 , H), (H, H, MeOCH 2 CH 2 , CI), (H, H, 
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MeOCH 2 CH 2 , F), (H, H, MeOCH 2 CH 2 , CF 3 ), (H, H, MeOCH 2 CH 2 , Br), (H, H, 
MeOCH 2 CH 2 , Me), (H, H, HOCH 2 , H), (H, H, HOCH 2 , CI), (H, H, HOCH 2 , F), (H, H, 
HOCH 2 , CF 3 ), (H, H, HOCH 2 , Br), (H, H, HOCH 2 , Me), (H, H, HOCH 2 CH 2 , H), (H, H, 
HOCH 2 CH 2 , CI), (H, H, HOCH 2 CH 2 , F), (H, H, HOCH 2 CH 2 , CF 3 ), (H, H, HOCH 2 CH 2 , 
5 Br), (H, H, HOCH 2 CH 2 , Me), (H, H, HOCH 2 CH 2 CH 2 , H), (H, H, HOCH 2 CH 2 CH 2 , CI), 
(H, H, HOCH 2 CH 2 CH 2 , F), (H, H, HOCH 2 CH 2 CH 2 , CF 3 ), (H, H, HOCH 2 CH 2 CH 2 , Br), 
(H, H, HOCH 2 CH 2 CH 2 , Me), (H, H, HOCH 2 CH 2 CH 2 CH 2 , H), (H, H, HOCH 2 CH 2 CH 2 CH 2 , 
CI), (H, H, HOCH 2 CH 2 CH 2 CH 2 , F), (H, H, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, H, 
HOCH 2 CH 2 CH 2 CH 2 , Br), (H, H, HOCH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
10 HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
HOCH 2 CH 2 OCH 2 CH 2 , H), (H, H, HOCH 2 CH 2 OCH 2 CH 2 , CI), (H, H, 
HOCH 2 CH 2 OCH 2 CH 2 , F), (H, H, HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, H, 
15 HOCH 2 CH 2 OCH 2 CH 2 , Br), (H, H, HOCH 2 CH 2 OCH 2 CH 2 , Me), (H, H, (Me) 2 N, H), (H, H, 
(Me) 2 N, CI), (H, H, (Me) 2 N, F), (H, H, (Me) 2 N, CF 3 ), (H, H, (Me) 2 N, Br), (H, H, 
(Me) 2 N, Me), (H, H, piperidin-4-yl-methyl, H), (H, H, piperidin-4-yl-methyl, CI), (H, H, 
piperidin-4-yl-methyl, F), (H, H, piperidin-4-yl-methyl, CF 3 ), (H, H, piperidin-4-yl- 
methyl, Br), (H, H, piperidin-4-yl-methyl, Me), (H, H, cyclohexylmethyl, H), (H, H, 
20 cyclohexylmethyl, CI), (H, H, cyclohexylmethyl, F), (H, H, cyclohexylmethyl, CF 3 ), (H, 
H, cyclohexylmethyl, Br), (H, H, cyclohexylmethyl, Me), (H, F, H, H), (H, F, H, CI), (H, 
F, H, F), (H, F, H, CF 3 ), (H, F, H, Br), (H, F, H, Me), (H, F, F, H), (H, F, F, CI), (H, F, 
F, F), (H, F, F, CF 3 ), (H, F, F, Br), (H, F, F, Me), (H, F, CI, H), (H, F, CI, CI), (H, F, CI, 
F), (H, F, CI, CF 3 ), (H, F, CI, Br), (H, F, CI, Me), (H, F, Me, H), (H, F, Me, CI), (H, F, 
25 Me, F), (H, F, Me, CF 3 ), (H, F, Me, Br), (H, F, Me, Me), (H, F, Et, H), (H, F, Et, CI), (H, 
F, Et, F), (H, F, Et, CF 3 ), (H, F, Et, Br), (H, F, Et, Me), (H, F, n-Pr, H), (H, F, n-Pr, CI), 
(H, F, n-Pr, F), (H, F, n-Pr, CF 3 ), (H, F, n-Pr, Br), (H, F, n-Pr, Me), (H, F, c-Pr, H), (H, 
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F, c-Pr, CI), (H, F, c-Pr, F), (H, F, c-Pr, CF 3 ), (H, F, c-Pr, Br), (H, F, c-Pr, Me), (H, F, 
i-Pr, H), (H, F, i-Pr, CI), (H, F, i-Pr, F), (H, F, i-Pr, CF 3 ), (H, F, i-Pr, Br), (H, F, i-Pr, 
Me), (H, F, n-Bu, H), (H, F, n-Bu, CI), (H, F, n-Bu, F), (H, F, n-Bu, CF 3 ), (H, F, n-Bu, 
Br), (H, F, n-Bu, Me), (H, F, i-Bu, H), (H, F, i-Bu, CI), (H, F, i-Bu, F), (H, F, i-Bu, 
CF 3 ), (H, F, i-Bu, Br), (H, F, i-Bu, Me), (H, F, sec-Bu, H), (H, F, sec-Bu, CI), (H, F, 
sec-Bu, F), (H, F, sec-Bu, CF 3 ), (H, F, sec-Bu, Br), (H, F, sec-Bu, Me), (H, F, n-Pen, H), 
(H, F, n-Pen, CI), (H, F, n-Pen, F), (H, F, n-Pen, CF 3 ), (H, F, n-Pen, Br), (H, F, n-Pen, 
Me), (H, F, c-Pen, H), (H, F, c-Pen, CI), (H, F, c-Pen, F), (H, F, c-Pen, CF 3 ), (H, F, c- 
Pen, Br), (H, F, c-Pen, Me), (H, F, n-Hex, H), (H, F, n-Hex, CI), (H, F, n-Hex, F), (H, F, 
n-Hex, CF 3 ), (H, F, n-Hex, Br), (H, F, n-Hex, Me), (H, F, c-Hex, H), (H, F, c-Hex, CI), 
(H, F, c-Hex, F), (H, F, c-Hex, CF 3 ), (H, F, c-Hex, Br), (H, F, c-Hex, Me), (H, F, OH, 
H), (H, F, OH, CI), (H, F, OH, F), (H, F, OH, CF 3 ), (H, F, OH, Br), (H, F, OH, Me), (H, 
F, MeO, H), (H, F, MeO, CI), (H, F, MeO, F), (H, F, MeO, CF 3 ), (H, F, MeO, Br), (H, F, 
MeO, Me), (H, F, EtO, H), (H, F, EtO, CI), (H, F, EtO, F), (H, F, EtO, CF 3 ), (H, F, EtO, 
Br), (H, F, EtO, Me), (H, F, n-PrO, H), (H, F, n-PrO, CI), (H, F, n-PrO, F), (H, F, n-PrO, 
CF 3 ), (H, F, n-PrO, Br), (H, F, n-PrO, Me), (H, F, PhO, H), (H, F, PhO, CI), (H, F, PhO, 
F), (H, F, PhO, CF 3 ), (H, F, PhO, Br), (H, F, PhO, Me), (H, F, BnO, H), (H, F, BnO, CI), 
(H, F, BnO, F), (H, F, BnO, CF 3 ), (H, F, BnO, Br), (H, F, BnO, Me), (H, F, PhCH 2 CH 2 0, 
H), (H, F, PhCH 2 CH 2 0, CI), (H, F, PhCH 2 CH z O, F), (H, F, PhCH 2 CH 2 0, CF 3 ), (H, F, 
PhCH 2 CH 2 0, Br), (H, F, PhCH 2 CH 2 0, Me), (H, F, CF 3 , H), (H, F, CF 3 , CI), (H, F, CF 3 , 
F), (H, F, CF 3 , CF 3 ), (H, F, CF 3 , Br), (H, F, CF 3 , Me), (H, F, CF 3 0, H), (H, F, CF 3 0, CI), 
(H, F, CF 3 0, F), (H, F, CF 3 0, CF 3 ), (H, F, CF 3 0, Br), (H, F, CF 3 0, Me), (H, F, Ph, H), 
(H, F, Ph, CI), (H, F, Ph, F), (H, F, Ph, CF 3 ), (H, F, Ph, Br), (H, F, Ph, Me), (H, F, 4- 
F-Ph, H), (H, F, 4-F-Ph, CI), (H, F, 4-F-Ph, F), (H, F, 4-F-Ph, CF 3 ), (H, F, 4-F-Ph, Br), 
(H, F, 4-F-Ph, Me), (H, F, 4-CF 3 -Ph, H), (H, F, 4-CF 3 -Ph, CI), (H, F, 4-CF 3 -Ph, F), (H, 
F, 4-CF 3 -Ph, CF 3 ), (H, F, 4-CF 3 -Ph, Br), (H, F, 4-CF 3 -Ph, Me), (H, F, 4-(Me) 2 N-Ph, H), 
(H, F, 4-(Me) 2 N-Ph, CI), (H, F, 4-(Me) 2 N-Ph, F), (H, F, 4-(Me) 2 N-Ph, CF 3 ), (H, F, 4- 
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(Me) 2 N-Ph, Br), (H, F, 4-(Me) 2 N-Ph, Me), (H, F, 4-OH-Ph, H), (H, F, 4-OH-Ph, CI), (H, 
F, 4-OH-Ph, F), (H, F, 4-OH-Ph, CF 3 ), (H, F, 4-OH-Ph, Br), (H, F, 4-OH-Ph, Me), (H, F, 
3,4-di-F-Ph, H), (H, F, 3,4-di-F-Ph, CI), (H, F, 3,4-di-F-Ph, F), (H, F, 3,4-di-F-Ph, CF 3 ), 
(H, F, 3,4-di-F-Ph, Br), (H, F, 3,4-di-F-Ph, Me), (H, F, 4-COOH-Ph, H), (H, F, 4- 
5 COOH-Ph, CI), (H, F, 4-COOH-Ph, F), (H, F, 4-COOH-Ph, CF 3 ), (H, F, 4-COOH-Ph, 
Br), (H, F, 4-COOH-Ph, Me), (H, F, Bn, H), (H, F, Bn, CI), (H, F, Bn, F), (H, F, Bn, 
CF 3 ), (H, F, Bn, Br), (H, F, Bn, Me), (H, F, 4-F-Bn, H), (H, F, 4-F-Bn, CI), (H, F, 4-F- 
Bn, F), (H, F, 4-F-Bn, CF 3 ), (H, F, 4-F-Bn, Br), (H, F, 4-F-Bn, Me), (H, F, 2-Py, H), (H, 
F, 2-Py, CI), (H, F, 2-Py, F), (H, F, 2-Py, CF 3 ), (H, F, 2-Py, Br), (H, F, 2-Py, Me), (H, F, 
10 3-Py, H), (H, F, 3-Py, CI), (H, F, 3-Py, F), (H, F, 3-Py, CF 3 ), (H, F, 3-Py, Br), (H, F, 

3- Py, Me), (H, F, 4-Py, H), (H, F, 4-Py, CI), (H, F, 4-Py, F), (H, F, 4-Py, CF 3 ), (H, F, 

4- Py, Br), (H, F, 4-Py, Me), (H, F, 2-Th, H), (H, F, 2-Th, CI), (H, F, 2-Th, F), (H, F, 

2- Th, CF 3 ), (H, F, 2-Th, Br), (H, F, 2-Th, Me), (H, F, 3-Th, H), (H, F, 3-Th, CI), (H, F, 

3- Th, F), (H, F, 3-Th, CF 3 ), (H, F, 3-Th, Br), (H, F, 3-Th, Me), (H, F, Pyrazol-2-yl, H), 
15 (H, F, Pyrazol-2-yl, CI), (H, F, Pyrazol-2-yl, F), (H, F, Pyrazol-2-yl, CF 3 ), (H, F, 

Pyrazol-2-yl, Br), (H, F, Pyrazol-2-yl, Me), (H, F, Pyrazol-3-yl, H), (H, F, Pyrazol-3-yl, 
CI), (H, F, Pyrazol-3-yl, F), (H, F, Pyrazol-3-yl, CF 3 ), (H, F, Pyrazol-3-yl, Br), (H, F, 
Pyrazol-3-yl, Me), (H, F, pyrimidin-2-yl, H), (H, F, pyrimidin-2-yl, CI), (H, F, 
pyrimidin-2-yl, F), (H, F, pyrimidin-2-yl, CF 3 ), (H, F, pyrimidin-2-yl, Br), (H, F, 

20 pyrimidin-2-yl, Me), (H, F, pyrimidin-4-yl, H), (H, F, pyrimidin-4-yl, CI), (H, F, 
pyrimidin-4-yl, F), (H, F, pyrimidin-4-yl, CF 3 ), (H, F, pyrimidin-4-yl, Br), (H, F, 
pyrimidin-4-yl, Me), (H, F, pyrimidin-5-yl, H), (H, F, pyrimidin-5-yl, CI), (H, F, 
pyrimidin-5-yl, F), (H, F, pyrimidin-5-yl, CF 3 ) ; (H, F, pyrimidin-5-yl, Br), (H, F, 
pyrimidin-5-yl, Me), (H, F, HOOCCH 2 CH 2 CH 2 , H), (H, F, HOOCCH 2 CH 2 CH 2 , CI), (H, 

25 F, HOOCCH 2 CH 2 CH 2 , F), (H, F, HOOCCH 2 CH 2 CH 2 , CF 3 ), (H, F, HOOCCH 2 CH 2 CH 2 , 
Br), (H, F, HOOCCH 2 CH 2 CH 2 , Me), (H, F, HOOCCH 2 CH 2 CH 2 CH 2 , H), (H, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (H, F, HOOCCH 2 CH 2 CH 2 CH 2 , F), (H, F, 
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HOOCCH 2 CH 2 CH 2 CH 2) CF 3 ), (H, F, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (H, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2) F), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, F, MeOCH 2 , H), (H, F, MeOCH 2 , CI), (H, F, 
MeOCH 2 , F), (H, F, MeOCH 2 , CF 3 ), (H, F, MeOCH 2 , Br), (H, F, MeOCH 2 , Me), (H, F, 
EtOCH 2 , H), (H, F, EtOCH 2 , CI), (H, F, EtOCH 2 , F), (H, F, EtOCH 2 , CF 3 ), (H, F, 
EtOCH 2 , Br), (H, F, EtOCH 2 , Me), (H, F, EtOCH 2 CH 2 , H), (H, F, EtOCH 2 CH 2 , CI), (H, 
F, EtOCH 2 CH 2 , F), (H, F, EtOCH 2 CH 2 , CF 3 ), (H, F, EtOCH 2 CH 2 , Br), (H, F, 
EtOCH 2 CH 2 , Me), (H, F, MeOCH 2 CH 2 OCH 2 CH 2 , H), (H, F, MeOCH 2 CH 2 OCH 2 CH 2 , CI), 
(H, F, MeOCH 2 CH 2 OCH 2 CH 2 , F), (H, F, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (H, F, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (H, F, MeOCH 2 CH 2 , 
H), (H, F, MeOCH 2 CH 2 , CI), (H, F, MeOCH 2 CH 2 , F), (H, F, MeOCH 2 CH 2 , CF 3 ), (H, F, 
MeOCH 2 CH 2 , Br), (H, F, MeOCH 2 CH 2 , Me), (H, F, HOCH 2 , H), (H, F, HOCH 2 , CI), (H, 
F, HOCH 2 , F), (H, F, HOCH 2 , CF 3 ), (H, F, HOCH 2 , Br), (H, F, HOCH 2 , Me), (H, F, 
HOCH 2 CH 2 , H), (H, F, HOCH 2 CH 2 , CI), (H, F, HOCH 2 CH 2 , F), (H, F, HOCH 2 CH 2 , CF 3 ), 
(H, F, HOCH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 , Me), (H, F, HOCH 2 CH 2 CH 2 , H), (H, F, 
HOCH 2 CH 2 CH 2 , CI), (H, F, HOCH 2 CH 2 CH 2 , F), (H, F, HOCH 2 CH 2 CH 2 , CF 3 ), (H, F, 
HOCH 2 CH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 CH 2 , Me), (H, F, HOCH 2 CH 2 CH 2 CH 2 , H), (H, F, 
HOCH 2 CH 2 CH 2 CH 2 , CI), (H, F, HOCH 2 CH 2 CH 2 CH 2 , F), (H, F, HOCH 2 CH 2 CH 2 CH 2 , 
CF 3 ), (H, F, HOCH 2 CH 2 CH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 CH 2 CH 2 , Me), (H, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, F, 
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HOCH 2 CH 2 OCH 2 CH 2 , H), (H, F, HOCH 2 CH 2 OCH 2 CH 2 , CI), (H, F, 
HOCH 2 CH 2 OCH 2 CH 2 , F), (H, F, HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, F, 

HOCH 2 CH 2 OCH 2 CH 2) Br), (H, F, HOCH 2 CH 2 OCH 2 CH 2 , Me), (H, F, (Me) 2 N, H), (H, F, 
(Me) 2 N, CI), (H, F, (Me) 2 N, F), (H, F, (Me) 2 N, CF 3 ), (H, F, (Me) 2 N, Br), (H, F, (Me) 2 N, 
5 Me), (H, F, piperidin-4-yl-methyl, H), (H, F, piperidin-4-yl-methyl, CI), (H, F, 

piperidin-4-yl-methyl, F), (H, F, piperidin-4-yl-methyl, CF 3 ), (H, F, piperidin-4-yl- 
methyl, Br), (H, F, piperidin-4-yl-methyl, Me), (H, F, cyclohexylmethyl, H), (H, F, 
cyclohexylmethyl, CI), (H, F, cyclohexylmethyl, F), (H, F, cyclohexylmethyl, CF 3 ), (H, 
F, cyclohexylmethyl, Br), (H, F, cyclohexylmethyl, Me), (H, CI, H, H), (H, CI, H, CI), 

10 (H, CI, H, F), (H, CI, H, CF 3 ), (H, CI, H, Br), (H, CI, H, Me), (H, CI, F, H), (H, CI, F, 
CI), (H, CI, F, F), (H, CI, F, CF 3 ), (H, CI, F, Br), (H, CI, F, Me), (H, CI, CI, H), (H, CI, 
CI, CI), (H, CI, CI, F), (H, CI, CI, CF 3 ), (H, CI, CI, Br), (H, CI, CI, Me), (H, CI, Me, H), 
(H, CI, Me, CI), (H, CI, Me, F), (H, CI, Me, CF 3 ), (H, CI, Me, Br), (H, CI, Me, Me), (H, 
CI, Et, H), (H, CI, Et, CI), (H, CI, Et, F), (H, CI, Et, CF 3 ), (H, CI, Et, Br), (H, CI, Et, 

15 Me), (H, CI, n-Pr, H), (H, CI, n-Pr, CI), (H, CI, n-Pr, F), (H, CI, n-Pr, CF 3 ), (H, CI, n- 
Pr, Br), (H, CI, n-Pr, Me), (H, CI, c-Pr, H), (H, CI, c-Pr, CI), (H, CI, c-Pr, F), (H, CI, 
c-Pr, CF 3 ), (H, CI, c-Pr, Br), (H, CI, c-Pr, Me), (H, CI, i-Pr, H), (H, CI, i-Pr, CI), (H, CI, 
i-Pr, F), (H, CI, i-Pr, CF 3 ), (H, CI, i-Pr, Br), (H, CI, i-Pr, Me), (H, CI, n-Bu, H), (H, CI, 
n-Bu, CI), (H, CI, n-Bu, F), (H, CI, n-Bu, CF 3 ), (H, CI, n-Bu, Br), (H, CI, n-Bu, Me), (H, 

20 CI, i-Bu, H), (H, CI, i-Bu, CI), (H, CI, i-Bu, F), (H, CI, i-Bu, CF 3 ), (H, CI, i-Bu, Br), (H, 
CI, i-Bu, Me), (H, CI, sec-Bu, H), (H, CI, sec-Bu, CI), (H, CI, sec-Bu, F), (H, CI, sec- 
Bu, CF 3 ), (H, CI, sec-Bu, Br), (H, CI, sec-Bu, Me), (H, CI, n-Pen, H), (H, CI, n-Pen, CI), 
(H, CI, n-Pen, F), (H, CI, n-Pen, CF 3 ), (H, CI, n-Pen, Br), (H, CI, n-Pen, Me), (H, CI, 
c-Pen, H), (H, CI, c-Pen, CI), (H, CI, c-Pen, F), (H, CI, c-Pen, CF 3 ), (H, CI, c-Pen, Br), 

25 (H, CI, c-Pen, Me), (H, CI, n-Hex, H), (H, CI, n-Hex, CI), (H, CI, n-Hex, F), (H, CI, n- 
Hex, CF 3 ), (H, CI, n-Hex, Br), (H, CI, n-Hex, Me), (H, CI, c-Hex, H), (H, CI, c-Hex, CI), 
(H, CI, c-Hex, F), (H, CI, c-Hex, CF 3 ), (H, CI, c-Hex, Br), (H, CI, c-Hex, Me), (H, CI, 
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OH, H), (H, CI, OH, CI), (H, CI, OH, F), (H, CI, OH, CF 3 ), (H, CI, OH, Br), (H, CI, OH, 
Me), (H, CI, MeO, H), (H, CI, MeO, CI), (H, CI, MeO, F), (H, CI, MeO, CF 3 ), (H, CI, 
MeO, Br), (H, CI, MeO, Me), (H, CI, EtO, H), (H, CI, EtO, CI), (H, CI, EtO, F), (H, CI, 
EtO, CF 3 ), (H, CI, EtO, Br), (H, CI, EtO, Me), (H y CI, n-PrO, H), (H, CI, n-PrO, CI), (H, 
CI, n-PrO, F), (H, CI, n-PrO, CF 3 ), (H, CI, n-PrO, Br), (H, CI, n-PrO, Me), (H, CI, PhO, 
H), (H, CI, PhO, CI), (H, Ci, PhO, F), (H, CI, PhO, CF 3 ), (H, CI, PhO, Br), (H, CI, PhO, 
Me), (H, CI, BnO, H), (H, CI, BnO, CI), (H, CI, BnO, F), (H, CI, BnO, CF 3 ), (H, CI, 
BnO, Br), (H, CI, BnO, Me), (H, CI, PhCH 2 CH 2 0, H), (H, CI, PhCH 2 CH 2 0, CI), (H, CI, 
PhCH 2 CH 2 0, F), (H, CI, PhCH 2 CH 2 0, CF 3 ), (H, CI, PhCH 2 CH 2 0, Br), (H, CI, 
PhCH 2 CH 2 0, Me), (H, CI, CF 3 , H), (H, CI, CF 3 , CI), (H, CI, CF 3 , F), (H, CI, CF 3 , CF 3 ), 
(H, CI, CF 3 , Br), (H, CI, CF 3 , Me), (H, CI, CF 3 0, H), (H, CI, CF 3 0, CI), (H, CI, CF 3 0, 
F), (H, CI, CF s O, CF 3 ), (H, CI, CF 3 0, Br), (H, CI, CF 3 0, Me), (H, CI, Ph, H), (H, CI, Ph, 
CI), (H, CI, Ph, F), (H, CI, Ph, CF 3 ), (H, CI, Ph, Br), (H, CI, Ph, Me), (H, CI, 4-F-Ph, H), 
(H, CI, 4-F-Ph, CI), (H, CI, 4-F-Ph, F), (H, CI, 4-F-Ph, CF 3 ), (H, CI, 4-F-Ph, Br), (H, CI, 
4-F-Ph, Me), (H, CI, 4-CF 3 -Ph, H), (H, CI, 4-CF 3 -Ph, CI), (H, CI, 4-CF 3 -Ph, F), (H, CI, 
4-CF 3 -Ph, CF 3 ), (H, CI, 4-CF 3 -Ph, Br), (H, CI, 4-CF 3 -Ph, Me), (H, CI, 4-(Me) 2 N-Ph, H), 
(H, CI, 4-(Me) 2 N-Ph, CI), (H, CI, 4-(Me) 2 N-Ph, F), (H, CI, 4-(Me) 2 N-Ph, CF 3 ), (H, CI, 
4-(Me) 2 N-Ph, Br), (H, CI, 4-(Me) 2 N-Ph, Me), (H, CI, 4-OH-Ph, H), (H, CI, 4-OH-Ph, 
CI), (H, CI, 4-OH-Ph, F), (H, CI, 4-OH-Ph, CF 3 ), (H, CI, 4-OH-Ph, Br), (H, CI, 4-OH- 
Ph, Me), (H, CI, 3,4-di-F-Ph, H), (H, CI, 3,4-di-F-Ph, CI), (H, CI, 3,4-di-F-Ph, F), (H, 
CI, 3,4-di-F-Ph, CF 3 ), (H, CI, 3,4-di-F-Ph, Br), (H, CI, 3,4-di-F-Ph, Me), (H, CI, 4- 
COOH-Ph, H), (H, CI, 4-COOH-Ph, CI), (H, CI, 4-COOH-Ph, F), (H, CI, 4-COOH-Ph, 
CF 3 ), (H, CI, 4-COOH-Ph, Br), (H, CI, 4-COOH-Ph, Me), (H, CI, Bn, H), (H, CI, Bn, 
CI), (H, CI, Bn, F), (H, CI, Bn, CF 3 ), (H, CI, Bn, Br), (H, CI, Bn, Me), (H, CI, 4-F-Bn, 
H), (H, CI, 4-F-Bn, CI), (H, CI, 4-F-Bn, F), (H, CI, 4-F-Bn, CF 3 ), (H, CI, 4-F-Bn, Br), 
(H, CI, 4-F-Bn, Me), (H, CI, 2-Py,.H), (H, CI, 2-Py, CI), (H, CI, 2-Py, F), (H, CI, 2-Py, 
CF 3 ), (H, CI, 2-Py, Br), (H, CI, 2-Py, Me), (H, CI, 3-Py, H), (H, CI, 3-Py, CI), (H, CI, 
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3-Py, F), (H, CI, 3-Py, CF 3 ), (H, CI, 3-Py, Br), (H, CI, 3-Py, Me), (H, CI, 4-Py, H), (H, 
CI, 4-Py, CI), (H, CI, 4-Py, F), (H, CI, 4-Py, CF 3 ), (H, CI, 4-Py, Br), (H, CI, 4-Py, Me), 
(H, CI, 2-Th, H), (H, CI, 2-Th, CI), (H, CI, 2-Th, F), (H, CI, 2-Th, CF 3 ), (H, CI, 2-Th, 
Br), (H, CI, 2-Th, Me), (H, CI, 3-Th, H), (H, CI, 3-Th, CI), (H, CI, 3-Th, F), (H, CI, 3- 
Th, CF 3 ), (H, CI, 3-Th, Br), (H, CI, 3-Th, Me), (H, CI, Pyrazol-2-yl, H), (H, CI, 
Pyrazol-2-yl, CI), (H, CI, Pyrazol-2-yl, F), (H, CI, Pyrazol-2-yl, CF 3 ), (H, CI, Pyrazol- 
2-yl, Br), (H, CI, Pyrazol-2-yl, Me), (H, CI, Pyrazol-3-yl, H), (H, CI, Pyrazol-3-yl, CI), 
(H, CI, Pyrazol-3-yl, F), (H, CI, Pyrazol-3-yl, CF 3 ), (H, CI, Pyrazol-3-yl, Br), (H, CI, 
Pyrazol-3-yl, Me), (H, CI, pyrimidin-2-yl, H), (H, CI, pyrimidin-2-yl, CI), (H, CI, 
pyrimidin-2-yl, F), (H, CI, pyrimidin-2-yl, CF 3 ), (H, CI, pyrimidin-2-yl, Br), (H, CI, 
pyrimidin-2-yl, Me), (H, CI, pyrimidin-4-yl, H), (H, CI, pyrimidin-4-yl, CI), (H, CI, 
pyrimidin-4-yl, F), (H, CI, pyrimidin-4-yl, CF 3 ), (H, CI, pyrimidin-4-yl, Br), (H, CI, 
pyrimidin-4-yl, Me), (H, CI, pyrimidin-5-yl, H), (H, CI, pyrimidin-5-yl, CI), (H, CI, 
pyrimidin-5-yl, F), (H, CI, pyrimidin-5-yl, CF 3 ), (H, CI, pyrimidin-5-yl, Br), (H, CI, 
pyrimidin-5-yl, Me), (H, CI, HOOCCH 2 CH 2 CH 2 , H), (H, CI, HOOCCH 2 CH 2 CH 2 , CI), (H, 
CI, HOOCCH 2 CH 2 CH 2 , F), (H, CI, HOOCCH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOOCCH 2 CH 2 CH 2 , 
Br), (H, CI, HOOCCH 2 CH 2 CH 2 , Me), (H, CI, HOOCCH 2 CH 2 CH 2 CH 2 , H), (H, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (H, CI, HOOCCH 2 CH 2 CH 2 CH 2 , F), (H, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (H, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, 
CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, CI, MeOCH 2 , H), (H, CI, MeOCH 2 , CI), (H, 
CI, MeOCH 2 , F), (H, CI, MeOCH 2 , CF 3 ), (H, CI, MeOCH 2 , Br), (H, CI, MeOCH 2 , Me), 

69 



WO 02/059099 



PCT/JP02/00546 



(H, CI, EtOCH 2 , H), (H, CI, EtOCH 2 , CI), (H, CI, EtOCH 2 , F), (H, CI, EtOCH 2 , CF 3 ), (H, 
CI, EtOCH 2 , Br), (H, CI, EtOCH 2 , Me), (H, CI, EtOCH 2 CH 2 , H), (H, CI, EtOCH 2 CH 2 , 
CI), (H, CI, EtOCH 2 CH 2 , F), (H, CI, EtOCH 2 CH 2 , CF 3 ), (H, CI, EtOCH 2 CH 2 , Br), (H, CI, 
EtOCH 2 CH 2 , Me), (H, CI, MeOCH z CH 2 OCH 2 CH 2 , H), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , 
CI), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , F), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, CI, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (H, CI, MeOCH 2 CH 2 , 
H), (H, CI, MeOCH 2 CH 2 , CI), (H, CI, MeOCH 2 CH 2 , F), (H, CI, MeOCH 2 CH 2 , CF 3 ), (H, 
CI, MeOCH 2 CH 2 , Br), (H, CI, MeOCH 2 CH 2 , Me), (H, CI, HOCH 2) H), (H, CI, HOCH 2 , 
CI), (H, CI, HOCH 2 , F), (H, CI, HOCH 2 , CF 3 ), (H, CI, HOCH 2 , Br), (H, CI, HOCH 2 , Me), 
(H, CI, HOCH 2 CH 2 , H), (H, CI, HOCH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 , F), (H, CI, 
HOCH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 , Br), (H, CI, HOCH 2 CH 2 , Me), (H, CI, 
HOCH 2 CH 2 CH 2 , H), (H, CI, HOCH 2 CH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 CH 2 , F), (H, CI, 
HOCH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 CH 2 , Br), (H, CI, HOCH 2 CH 2 CH 2 , Me), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 , H), (H, CI, HOCH 2 CH 2 CH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 CH 2 CH 2 , 
F), (H, CI, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 CH 2 CH 2 , Br), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 , Me), (H, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, CI, HOCH 2 CH 2 OCH 2 CH 2 , H), (H, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 OCH 2 CH 2 , F), (H, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 OCH 2 CH 2 , Br), (H, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (H, CI, (Me) 2 N, H), (H, CI, (Me) 2 N, CI), (H, CI, (Me) 2 N, F), 
(H, CI, (Me) 2 N, CF 3 ), (H, CI, (Me) 2 N, Br), (H, CI, (Me) 2 N, Me), (H, CI, piperidin-4- 
yl-methyl, H), (H, CI, piperidin-4-yl-methyl, CI), (H, CI, piperidin-4-yl-methyl, F), (H, 
CI, piperidin-4-yl-methyl, CF 3 ), (H, CI, piperidin-4-yl-methyl, Br), (H, CI, piperidin- 
4-yl-methyl, Me), (H, CI, cyclohexylmethyl, H), (H, CI, cyclohexylmethyl, CI), (H, CI, 
cyclohexylmethyl, F), (H, CI, cyclohexylmethyl, CF 3 ), (H, CI, cyclohexylmethyl, Br), 
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(H, CI, cyclohexylmethyl, Me), (F, H, H, H), (F, H, H, CI), (F, H, H, F), (F, H, H, CF 3 ), 
(F, H, H, Br), (F, H, H, Me), (F, H, F, H), (F, H, F, CI), (F, H, F, F), (F, H, F, CF 3 ), (F, 
H, F, Br), (F, H, F, Me), (F, H, CI, H), (F, H, CI, CI), (F, H, CI, F), (F, H, CI, CF 3 ), (F, 
H, CI, Br), (F, H, CI, Me), (F, H, Me, H), (F, H, Me, CI), (F, H, Me, F), (F, H, Me, CF 3 ), 
(F, H, Me, Br), (F, H, Me, Me), (F, H, Et, H), (F, H, Et, CI), (F, H, Et, F), (F, H, Et, 
CF 3 ), (F, H, Et, Br), (F, H, Et, Me), (F, H, n-Pr, H), (F, H, n-Pr, CI), (F, H, n-Pr, F), (F, 
H, n-Pr, CF 3 ), (F, H, n-Pr, Br), (F, H, n-Pr, Me), (F, H, c-Pr, H), (F, H, c-Pr, CI), (F, H, 
c-Pr, F), (F, H, c-Pr, CF 3 ), (F, H, c-Pr, Br), (F, H, c-Pr, Me), (F, H, i-Pr, H), (F, H, i-Pr, 
CI), (F, H, i-Pr, F), (F, H, i-Pr, CF 3 ), (F, H, i-Pr, Br), (F, H, i-Pr, Me), (F, H, n-Bu, H), 
(F, H, n-Bu, CI), (F, H, n-Bu, F), (F, H, n-Bu, CF 3 ), (F, H, n-Bu, Br), (F, H, n-Bn, Me), 
(F, H, i-Bu, H), (F, H, i-Bu, CI), (F, H, i-Bu, F), (F, H, i-Bu, CF 3 ), (F, H, i-Bu, Br), (F, 
H, i-Bu, Me), (F, H, sec-Bu, H), (F, H, sec-Bu, CI), (F, H, sec-Bu, F), (F, H, sec-Bu, 
CF 3 ), (F, H, sec-Bu, Br), (F, H, sec-Bu, Me), (F, H, n-Pen, H), (F, H, n-Pen, CI), (F, H, 
n-Pen, F), (F, H, n-Pen, CF 3 ), (F, H, n-Pen, Br), (F, H, n-Pen, Me), (F, H, c-Pen, H), (F, 
H, c-Pen, CI), (F, H, c-Pen, F), (F, H, c-Pen, CF 3 ), (F, H, c-Pen, Br), (F, H, c-Pen, Me), 
(F, H, n-Hex, H), (F, H, n-Hex, CI), (F, H, n-Hex, F), (F, H, n-Hex, CF 3 ), (F, H, n-Hex, 
Br), (F, H, n-Hex, Me), (F, H, c-Hex, H), (F, H, c-Hex, CI), (F, H, c-Hex, F), (F, H, c- 
Hex, CF 3 ), (F, H, c-Hex, Br), (F, H, c-Hex, Me), (F, H, OH, H), (F, H, OH, CI), (F, H, 
OH, F), (F, H, OH, CF 3 ), (F, H, OH, Br), (F, H, OH, Me), (F, H, MeO, H), (F, H, MeO, 
CI), (F, H, MeO, F), (F, H, MeO, CF 3 ), (F, H, MeO, Br), (F, H, MeO, Me), (F, H, EtO, 
H), (F, H, EtO, CI), (F, H, EtO, F), (F, H, EtO, CF 3 ), (F, H, EtO, Br), (F, H, EtO, Me), 
(F, H, n-PrO, H), (F, H, n-PrO, CI), (F, H, n-PrO, F), (F, H, n-PrO, CF 3 ), (F, H, n-PrO, 
Br), (F, H, n-PrO, Me), (F, H, PhO, H), (F, H, PhO, CI), (F, H, PhO, F), (F, H, PhO, 
CF 3 ), (F, H, PhO, Br), (F, H, PhO, Me), (F, H, BnO, H), (F, H, BnO, CI), (F, H, BnO, F), 
(F, H, BnO, CF 3 ), (F, H, BnO, Br), (F, H, BnO, Me), (F, H, PhCH 2 CH 2 0, H), (F, H, 
PhCH 2 CH 2 0, CI), (F, H, PhCH 2 CH 2 0, F), (F, H, PhCH 2 CH 2 0, CF 3 ), (F, H, PhCH 2 CH 2 0, 
Br), (F, H, PhCH 2 CH 2 0, Me), (F, H, CF 3 , H), (F, H, CF 3 , CI), (F, H, CF 3 , F), (F, H, CF 3 , 
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CF 3 ), (F, H, CF 3 , Br), (F, H, CF 3 , Me), (F, H, CF s O, H), (F, H, CF 3 0, CI), (F, H, CF 3 0, 
F), (F, H, CF 3 0, CF 3 ), (F, H, CF 3 0, Br), (F, H, CF 3 0, Me), (F, H, Ph, H), (F, H, Ph, CI), 
(F, H, Ph, F), (F, H, Ph, CF 3 ), (F, H, Ph, Br), (F, H, Ph, Me), (F, H, 4-F-Ph, H), (F, H, 
4-F-Ph, CI), (F, H, 4-F-Ph, F), (F, H, 4-F-Ph, CF 3 ), (F, H, 4-F-Ph, Br), (F, H, 4-F-Ph, 
Me), (F, H, 4-CF 3 -Ph, H), (F, H, 4-CF 3 -Ph, CI), (F, H, 4-CF 3 -Ph, F), (F, H, 4-CF 3 -Ph, 
CF 3 ), (F, H, 4-CF 3 -Ph, Br), (F, H, 4-CF 3 -Ph, Me), (F, H, 4-(Me) 2 N-Ph, H), (F, H, 4- 
(Me) 2 N-Ph, CI), (F, H, 4-(Me) 2 N-Ph, F), (F, H, 4-(Me) 2 N-Ph, CF 3 ), (F, H, 4-(Me) 2 N-Ph, 
Br), (F, H, 4-(Me) 2 N-Ph, Me), (F, H, 4-OH-Ph, H), (F, H, 4-OH-Ph, CI), (F, H, 4-OH-Ph, 
F), (F, H, 4-OH-Ph, CF 3 ), (F, H, 4-OH-Ph, Br), (F, H, 4-OH-Ph, Me), (F, H, 3,4-di-F-Ph, 
H), (F, H, 3,4-di-F-Ph, CI), (F, H, 3,4-di-F-Ph, F), (F, H, 3,4-di-F-Ph, CF 3 ), (F, H, 3,4- 
di-F-Ph, Br), (F, H, 3,4-di-F-Ph, Me), (F, H, 4-COOH-Ph, H), (F, H, 4-COOH-Ph, CI), 
(F, H, 4-COOH-Ph, F), (F, H, 4-COOH-Ph, CF 3 ), (F, H, 4-COOH-Ph, Br), (F, H, 4- 
COOH-Ph, Me), (F, H, Bn, H), (F, H, Bn, CI), (F, H, Bn, F), (F, H, Bn, CF 3 ), (F, H, Bn, 
Br), (F, H, Bn, Me), (F, H, 4-F-Bn, H), (F, H, 4-F-Bn, CI), (F, H, 4-F-Bn, F), (F, H, 4- 
F-Bn, CF 3 ), (F, H, 4-F-Bn, Br), (F, H, 4-F-Bn, Me), (F, H, 2-Py, H), (F, H, 2-Py, CI), (F, 
H, 2-Py, F), (F, H, 2-Py, CF 3 ), (F, H, 2-Py, Br), (F, H, 2-Py, Me), (F, H, 3-Py, H), (F, H, 

3- Py, CI), (F, H, 3-Py, F), (F, H, 3-Py, CF 3 ), (F, H, 3-Py, Br), (F, H, 3-Py, Me), (F, H, 

4- Py, H), (F, H, 4-Py, CI), (F, H, 4-Py, F), (F, H, 4-Py, CF 3 ), (F, H, 4-Py, Br), (F, H, 
4-Py, Me), (F, H, 2-Th, H), (F, H, 2-Th, CI), (F, H, 2-Th, F), (F, H, 2-Th, CF 3 ), (F, H, 

2- Th, Br), (F, H, 2-Th, Me), (F, H, 3-Th, H), (F, H, 3-Th, CI), (F, H, 3-Th, F), (F, H, 

3- Th, CF 3 ), (F, H, 3-Th, Br), (F, H, 3-Th, Me), (F, H, Pyrazol-2-yl, H), (F, H, Pyrazol- 

2- yl, CI), (F, H, Pyrazol-2-yl, F), (F, H, Pyrazol-2-yl, CF 3 ), (F, H, Pyrazol-2-yl, Br), (F, 
H, Pyrazol-2-yl, Me), (F, H, Pyrazol-3-yl, H), (F, H, Pyrazol-3-yl, CI), (F, H, Pyrazol- 

3- yl, F), (F, H, Pyrazol-3-yl, CF 3 ), (F, H, Pyrazol-3-yl, Br), (F, H, Pyrazol-3-yl, Me), 
(F, H, pyrimidin-2-yl, H), (F, H, pyrimidin-2-yl, CI), (F, H, pyrimidin-2-yl, F), (F, H, 
pyrimidin-2-yl, CF 3 ), (F, H, pyrimidin-2-yl, Br), (F, H, pyrimidin-2-yl, Me), (F, H, 
pyrimidin-4-yl, H), (F, H, pyrimidin-4-yl, CI), (F, H, pyrimidin-4-yl, F), (F, H, 
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pyrimidin-4-yl, CF 3 ), (F, H, pyrimidin-4-yl, Br), (F, H, pyrimidin-4-yl, Me), (F, H, 
pyrimidin-5-yl, H), (F, H, pyrimidin-5-yl, CI), (F, H, pyrimidin-5-yl, F), (F, H, 
pyrimidin-5-yl, CF 3 ), (F, H, pyrimidin-5-yl, Br), (F, H, pyrimidin-5-yl, Me), (F, H, 
HOOCCH 2 CH 2 CH 2 , H), (F, H, HOOCCH 2 CH 2 CH 2 , CI), (F, H, HOOCCH 2 CH 2 CH 2 , F), (F, 
H, HOOCCH 2 CH 2 CH 2 , CF 3 ), (F, H, HOOCCH 2 CH 2 CH 2 , Br), (F, H, HOOCCH 2 CH 2 CH 2 , 
Me), (F, H, HOOCCH 2 CH 2 CH 2 CH 2 , H), (F, H, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (F, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (F, H, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (F, H, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, H, 
MeOCH 2 , H), (F, H, MeOCH 2 , CI), (F, H, MeOCH 2 , F), (F, H, MeOCH 2> CF 3 ), (F, H, 
MeOCH 2 , Br), (F, H, MeOCH 2 , Me), (F, H, EtOCH 2 , H), (F, H, EtOCH 2 , CI), (F, H, 
EtOCH 2 , F), (F, H, EtOCH 2 , CF 3 ), (F, H, EtOCH 2 , Br), (F, H, EtOCH 2 , Me), (F, H, 
EtOCH 2 CH 2 , H), (F, H, EtOCH 2 CH 2 , CI), (F, H, EtOCH 2 CH 2 , F), (F, H, EtOCH 2 CH 2 , 
CF 3 ), (F, H, EtOCH 2 CH 2 , Br), (F, H, EtOCH 2 CH 2 , Me), (F, H, MeOCH 2 CH 2 OCH 2 CH 2 , 
H), (F, H, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (F, H, MeOCH 2 CH 2 OCH 2 CH 2 , F), (F, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (F, H, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (F, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (F, H, MeOCH 2 CH 2 , H), (F, H, MeOCH 2 CH 2 , CI), (F, H, 
MeOCH 2 CH 2 , F), (F, H, MeOCH 2 CH 2 , CF 3 ), (F, H, MeOCH 2 CH 2 , Br), (F, H, 
MeOCH 2 CH 2 , Me), (F, H, HOCH 2 , H), (F, H, HOCH 2 , CI), (F, H, HOCH 2 , F), (F, H, 
HOCH 2 , CF 3 ), (F, H, HOCH 2! Br), (F, H, HOCH 2 , Me), (F, H, HOCH 2 CH 2 , H), (F, H, 
HOCH 2 CH 2 , CI), (F, H, HOCH 2 CH 2 , F), (F, H, HOCH 2 CH 2 , CF 3 ), (F, H, HOCH 2 CH 2 , 
Br), (F, H, HOCH 2 CH 2 , Me), (F, H, HOCH 2 CH 2 CH 2 , H), (F, H, HOCH 2 CH 2 CH 2 , CI), (F, 
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H, HOCH 2 CH 2 CH 2) F), (F, H, HOCH 2 CH 2 CH 2 , CF 3 ), (F, H, HOCH 2 CH 2 CH 2 , Br), (F, H, 
HOCH 2 CH 2 CH 2 , Me), (F, H, HOCH 2 CH 2 CH 2 CH 2 , H), (F, H, HOCH 2 CH 2 CH 2 CH 2 , CI), (F, 
H, HOCH 2 CH 2 CH 2 CH 2 , F), (F, H, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, HOCH 2 CH 2 CH 2 CH 2 , 
Br), (F, H, HOCH 2 CH 2 CH 2 CH 2 , Me), (F, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , H), (F, H, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , F), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , 
CF 3 ), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , Br), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , Me), (F, H, 
(Me)jN, H), (F, H, (Me) 2 N, CI), (F, H, (Me) 2 N, F), (F, H, (Me) 2 N, CF 3 ), (F, H, (Me) 2 N, 
Br), (F, H, (Me) 2 N, Me), (F, H, piperidin-4-yl-methyl, H), (F, H, piperidin-4-yl-methyl, 
CI), (F, H, piperidin-4-yl-methyl, F), (F, H, piperidin-4-yl-methyl, CF 3 ), (F, H, 
piperidin-4-yl-methyl, Br), (F, H, piperidin-4-yl-methyl, Me), (F, H, cyclohexylmethyl, 
H), (F, H, cyclohexylmethyl, CI), (F, H, cyclohexylmethyl, F), (F, H, cyclohexylmethyl, 
CF 3 ), (F, H, cyclohexylmethyl, Br), (F, H, cyclohexylmethyl, Me), (F, F, H, H), (F, F, H, 
CI), (F, F, H, F), (F, F, H, CF 3 ), (F, F, H, Br), (F, F, H, Me), (F, F, F, H), (F, F, F, CI), 
(F, F, F, F), (F, F, F, CF 3 ), (F, F, F, Br), (F, F, F, Me), (F, F, CI, H), (F, F, CI, CI), (F, F, 
CI, F), (F, F, CI, CF 3 ), (F, F, CI, Br), (F, F, CI, Me), (F, F, Me, H), (F, F, Me, CI), (F, F, 
Me, F), (F, F, Me, CF 3 ), (F, F, Me, Br), (F, F, Me, Me), (F, F, Et, H), (F, F, Et, CI), (F, 
F, Et, F), (F, F, Et, CF 3 ), (F, F, Et, Br), (F, F, Et, Me), (F, F, n-Pr, H), (F, F, n-Pr, CI), 
(F, F, n-Pr, F), (F, F, n-Pr, CF 3 ), (F, F, n-Pr, Br), (F, F, n-Pr, Me), (F, F, c-Pr, H), (F, F, 
c-Pr, CI), (F, F, c-Pr, F), (F, F, c-Pr, CF 3 ), (F, F, c-Pr, Br), (F, F, c-Pr, Me), (F, F, i-Pr, 
H), (F, F, i-Pr, CI), (F, F, i-Pr, F), (F, F, i-Pr, CF 3 ), (F, F, i-Pr, Br), (F, F, i-Pr, Me), (F, 
F, n-Bu, H), (F, F, n-Bu, CI), (F, F, n-Bu, F), (F, F, n-Bu, CF 3 ), (F, F, n-Bu, Br), (F, F, 
n-Bu, Me), (F, F, i-Bu, H), (F, F, i-Bu, CI), (F, F, i-Bu, F), (F, F, i-Bu, CF 3 ), (F, F, i-Bu, 
Br), (F, F, i-Bu, Me), (F, F, sec-Bu, H), (F, F, sec-Bu, CI), (F, F, sec-Bu, F), (F, F, 
sec-Bu, CF 3 ), (F, F, sec-Bu, Br), (F, F, sec-Bu, Me), (F, F, n-Pen, H), (F, F, n-Pen, CI), 
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(F, F, n-Pen, F), (F, F, n-Pen, CF 3 ), (F, F, n-Pen, Br), (F, F, n-Pen, Me), (F, F, c-Pen, H), 
(F, F, c-Pen, CI), (F, F, c-Pen, F), (F, F, c-Pen, CF 3 ), (F, F, c-Pen, Br), (F, F, c-Pen, 
Me), (F, F, n-Hex, H), (F, F, n-Hex, CI), (F, F, n-Hex, F), (F, F, n-Hex, CF 3 ), (F, F, n- 
Hex, Br), (F, F, n-Hex, Me), (F, F, c-Hex, H), (F, F, c-Hex, CI), (F, F, c-Hex, F), (F, F, 
c-Hex, CF 3 ), (F, F, c-Hex, Br), (F, F, c-Hex, Me), (F, F, OH, H), (F, F, OH, CI), (F, F, 
OH, F), (F, F, OH, CF 3 ), (F, F, OH, Br), (F, F, OH, Me), (F, F, MeO, H), (F, F, MeO, 
CI), (F, F, MeO, F), (F, F, MeO, CF 3 ), (F, F, MeO, Br), (F, F, MeO, Me), (F, F, EtO, H), 
(F, F, EtO, CI), (F, F, EtO, F), (F, F, EtO, CF 3 ), (F, F, EtO, Br), (F, F, EtO, Me), (F, F, 
n-PrO, H), (F, F, n-PrO, CI), (F, F, n-PrO, F), (F, F, n-PrO, CF 3 ), (F, F, n-PrO, Br), (F, 
F, n-PrO, Me), (F, F, PhO, H), (F, F, PhO, CI), (F, F, PhO, F), (F, F, PhO, CF 3 ), (F, F, 
PhO, Br), (F, F, PhO, Me), (F, F, BnO, H), (F, F, BnO, CI), (F, F, BnO, F), (F, F, BnO, 
CF 3 ), (F, F, BnO, Br), (F, F, BnO, Me), (F, F, PhCH 2 CH 2 0, H), (F, F, PhCH 2 CH 2 0, CI), 
(F, F, PhCH 2 CH 2 0, F), (F, F, PhCH 2 CH 2 0, CF 3 ), (F, F, PhCH 2 CH 2 0, Br), (F, F, 
PhCH 2 CH 2 0, Me), (F, F, CF 3 , H), (F, F, CF 3 , CI), (F, F, CF 3 , F), (F, F, CF 3 , CF 3 ), (F, F, 
CF 3 , Br), (F, F, CF 3 , Me), (F, F, CF 3 0, H), (F, F, CF 3 0, CI), (F, F, CF 3 0, F), (F, F, 
CF 3 0, CF 3 ), (F, F, CF 3 0, Br), (F, F, CF 3 0, Me), (F, F, Ph, H), (F, F, Ph, CI), (F, F, Ph, 
F), (F, F, Ph, CF 3 ), (F, F, Ph, Br), (F, F, Ph, Me), (F, F, 4-F-Ph, H), (F, F, 4-F-Ph, CI), 
(F, F, 4-F-Ph, F), (F, F, 4-F-Ph, CF 3 ), (F, F, 4-F-Ph, Br), (F, F, 4-F-Ph, Me), (F, F, 4- 
CF 3 -Ph, H), (F, F, 4-CF 3 -Ph, CI), (F, F, 4-CF 3 -Ph, F), (F, F, 4-CF 3 -Ph, CF 3 ), (F, F, 4- 
CF 3 -Ph, Br), (F, F, 4-CF 3 -Ph, Me), (F, F, 4-(Me) 2 N-Ph, H), (F, F, 4-(Me) 2 N-Ph, CI), (F, 
F, 4-(Me) 2 N-Ph, F), (F, F, 4-(Me) 2 N-Ph, CF 3 ), (F, F, 4-(Me) 2 N-Ph, Br), (F, F, 4- 
(Me) 2 N-Ph, Me), (F, F, 4-OH-Ph, H), (F, F, 4-OH-Ph, CI), (F, F, 4-OH-Ph, F), (F, F, 
4-OH-Ph, CF 8 ), (F, F, 4-OH-Ph, Br), (F, F, 4-OH-Ph, Me), (F, F, 3,4-di-F-Ph, H), (F, F, 
3,4-di-F-Ph, CI), (F, F, 3,4-di-F-Ph, F), (F, F, 3,4-di-F-Ph, CF 3 ), (F, F, 3,4-di-F-Ph, Br), 
(F, F, 3,4-di-F-Ph, Me), (F, F, 4-COOH-Ph, H), (F, F, 4-COOH-Ph, CI), (F, F, 4- 
COOH-Ph, F), (F, F, 4-COOH-Ph, CF 3 ), (F, F, 4-COOH-Ph, Br), (F, F, 4-COOH-Ph, 
Me), (F, F, Bn, H), (F, F, Bn, CI), (F, F, Bn, F), (F, F, Bn, CF 3 ), (F, F, Bn, Br), (F, F, 
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Bn, Me), (F, F, 4-F-Bn, H), (F, F, 4-F-Bn, CI), (F, F, 4-F-Bn, F), (F, F, 4-F-Bn, CF 3 ), (F, 
F, 4-F-Bn, Br), (F, F, 4-F-Bn, Me), (F, F, 2-Py, H), (F, F, 2-Py, CI), (F, F, 2-Py, F), (F, 
F, 2-Py, CF 3 ), (F, F, 2-Py, Br), (F, F, 2-Py, Me), (F, F, 3-Py, H), (F, F, 3-Py, CI), (F, F, 
3-Py, F), (F, F, 3-Py, CF 3 ), (F, F, 3-Py, Br), (F, F, 3-Py, Me), (F, F, 4-Py, H), (F, F, 4- 
Py, CI), (F, F, 4-Py, F), (F, F, 4-Py, CF 3 ), (F, F, 4-Py, Br), (F, F, 4-Py, Me), (F, F, 2-Th, 
H), (F, F, 2-Th, CI), (F, F, 2-Th, F), (F, F, 2-Th, CF 3 ), (F, F, 2-Th, Br), (F, F, 2-Th, Me), 
(F, F, 3-Th, H), (F, F, 3-Th, CI), (F, F, 3-Th, F), (F, F, 3-Th, CF 3 ), (F, F, 3-Th, Br), (F, 
F, 3-Th, Me), (F, F, Pyrazol-2-yl, H), (F, F, Pyrazol-2-yl, CI), (F, F, Pyrazol-2-yl, F), 
(F, F, Pyrazol-2-yl, CF 3 ), (F, F, Pyrazol-2-yl, Br), (F, F, Pyrazol-2-yl, Me), (F, F, 
Pyrazol-3-yl, H), (F, F, Pyrazol-3-yl, CI), (F, F, Pyrazol-3-yl, F), (F, F, Pyrazol-3-yl, 
CF 3 ), (F, F, Pyrazol-3-yl, Br), (F, F, Pyrazol-3-yl, Me), (F, F, pyrimidin-2-yl, H), (F, F, 
pyrimidin-2-yl, CI), (F, F, pyrimidin-2-yl, F), (F, F, pyrimidin-2-yl, CF 3 ), (F, F, 
pyrimidin-2-yl, Br), (F, F, pyrimidin-2-yl, Me), (F, F, pyrimidin-4-yl, H), (F, F, 
pyrimidin-4-yl, CI), (F, F, pyrimidin-4-yl, F), (F, F, pyrimidin-4-yl, CF 3 ), (F, F, 
pyrimidin-4-yl, Br), (F, F, pyrimidin-4-yl, Me), (F, F, pyrimidin-5-yl, H), (F, F, 
pyrimidin-5-yl, CI), (F, F, pyrimidin-5-yl, F), (F, F, pyrimidin-5-yl, CF 3 ), (F, F, 
pyrimidin-5-yl, Br), (F, F, pyrimidin-5-yl, Me), (F, F, HOOCCH 2 CH 2 CH 2 , H), (F, F, 
HOOCCH 2 CH 2 CH 2 , CI), (F, F, HOOCCH 2 CH 2 CH 2 , F), (F, F, HOOCCH 2 CH 2 CH 2 , CF 3 ), 
(F, F, HOOCCH 2 CH 2 CH 2 , Br), (F, F, HOOCCH 2 CH 2 CH 2 , Me), (F, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , H), (F, F, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (F, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (F, F, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (F, F, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, 
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(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2) Br), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, F, 
MeOCH 2 , H), (F, F, MeOCH 2 , CI), (F, F, MeOCH 2 , F), (F, F, MeOCH 2 , CF 3 ), (F, F, 
MeOCH 2 , Br), (F, F, MeOCH 2 , Me), (F, F, EtOCH 2 , H), (F, F, EtOCH 2 , CI), (F, F, 
EtOCH 2 , F), (F, F, EtOCH 2 , CF 3 ), (F, F, EtOCH 2 , Br), (F, F, EtOCH 2 , Me), (F, F, 
EtOCH 2 CH 2 , H), (F, F, EtOCH 2 CH 2 , CI), (F, F, EtOCH 2 CH 2 , F), (F, F, EtOCH 2 CH 2 , 
CF 3 ), (F, F, EtOCH 2 CH 2 , Br), (F, F, EtOCH 2 CH 2 , Me), (F, F, MeOCH 2 CH 2 OCH 2 CH 2 , H), 
(F, F, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (F, F, MeOCH 2 CH 2 OCH 2 CH 2 , F), (F, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (F, F, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (F, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (F, F, MeOCH 2 CH 2 , H), (F, F, MeOCH 2 CH 2 , CI), (F, F, 
MeOCH 2 CH 2 , F), (F, F, MeOCH 2 CH 2 , CF 3 ), (F, F, MeOCH 2 CH 2 , Br), (F, F, 
MeOCH 2 CH 2 , Me), (F, F, HOCH 2 , H), (F, F, HOCH 2 , CI), (F, F, HOCH 2 , F), (F, F, 
HOCH 2 , CF 3 ), (F, F, HOCH 2 , Br), (F, F, HOCH 2 , Me), (F, F, HOCH 2 CH 2 , H), (F, F, 
HOCH 2 CH 2 , CI), (F, F, HOCH 2 CH 2 , F), (F, F, HOCH 2 CH 2 , CF 3 ), (F, F, HOCH 2 CH 2 , Br), 
(F, F, HOCH 2 CH 2 , Me), (F, F, HOCH 2 CH 2 CH 2 , H), (F, F, HOCH 2 CH 2 CH 2 , CI), (F, F, 
HOCH 2 CH 2 CH 2 , F), (F, F, HOCH 2 CH 2 CH 2 , CF 3 ), (F, F, HOCH 2 CH 2 CH 2 , Br), (F, F, 
HOCH 2 CH 2 CH 2 , Me), (F, F, HOCH 2 CH 2 CH 2 CH 2 , H), (F, F, HOCH 2 CH 2 CH 2 CH 2 , CI), (F, 
F, HOCH 2 CH 2 CH 2 CH 2 , F), (F, F, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, HOCH 2 CH 2 CH 2 CH 2 , 
Br), (F, F, HOCH 2 CH 2 CH 2 CH 2 , Me), (F, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , H), (F, F, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , F), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , 
CF 3 ), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , Br), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , Me), (F, F, (Me) 2 N, 
H), (F, F, (Me) 2 N, CI), (F, F, (Me) 2 N, F), (F, F, (Me) 2 N, CF 3 ), (F, F, (Me) 2 N, Br), (F, F, 
(Me) 2 N, Me), (F, F, piperidin-4-yl-methyl, H), (F, F, piperidin-4-yl-methyl, CI), (F, F, 
piperidin-4-yl-methyl, F), (F, F, piperidin-4-yl-methyl, CF 3 ), (F, F, piperidin-4-yl- 
methyl, Br), (F, F, piperidin-4-yl-methyl, Me), (F, F, cyclohexylmetlryl, H), (F, F, 
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cyclohexylmethyl, CI), (F, F, cyclohexylmethyl, F), (F, F, cyclohexylmethyl, CF 3 ), (F, 
F, cyclohexylmethyl, Br), (F, F, cyclohexylmethyl, Me), (F, CI, H, H), (F, CI, H, CI), (F, 
CI, H, F), (F, CI, H, CF 3 ), (F, CI, H, Br), (F, CI, H, Me), (F, CI, F, H), (F, CI, F, CI), (F, 
CI, F, F), (F, CI, F, CF 3 ), (F, CI, F, Br), (F, CI, F, Me), (F, CI, CI, H), (F, CI, CI, CI), (F, 
CI, CI, F), (F, CI, CI, CF 3 ), (F, CI, CI, Br), (F, CI, CI, Me), (F, CI, Me, H), (F, CI, Me, 
CI), (F, CI, Me, F), (F, CI, Me, CF 3 ), (F, CI, Me, Br), (F, CI, Me, Me), (F, CI, Et, H), (F, 
CI, Et, CI), (F, CI, Et, F), (F, CI, Et, CF 3 ), (F, CI, Et, Br), (F, CI, Et, Me), (F, CI, n-Pr, 
H), (F, CI, n-Pr, CI), (F, CI, n-Pr, F), (F, CI, n-Pr, CF 3 ), (F, CI, n-Pr, Br), (F, CI, n-Pr, 
Me), (F, CI, c-Pr, H), (F, CI, c-Pr, CI), (F, CI, c-Pr, F), (F, CI, c-Pr, CF 3 ), (F, CI, c-Pr, 
Br), (F, CI, c-Pr, Me), (F, CI, i-Pr, H), (F, CI, i-Pr, CI), (F, CI, i-Pr, F), (F, CI, i-Pr, 
CF 3 ), (F, CI, i-Pr, Br), (F, CI, i-Pr, Me), (F, CI, n-Bu, H), (F, CI, n-Bu, CI), (F, CI, n-Bu, 
F), (F, CI, n-Bu, CF 3 ), (F, CI, n-Bu, Br), (F, CI, n-Bu, Me), (F, CI, i-Bu, H), (F, CI, i- 
Bu, CI), (F, CI, i-Bu, F), (F, CI, i-Bu, CF 3 ), (F, CI, i-Bu, Br), (F, CI, i-Bu, Me), (F, CI, 
sec-Bu, H), (F, CI, sec-Bu, CI), (F, CI, sec-Bu, F), (F, CI, sec-Bu, CF 3 ), (F, CI, sec-Bu, 
Br), (F, CI, sec-Bu, Me), (F, CI, n-Pen, H), (F, CI, n-Pen, CI), (F, CI, n-Pen, F), (F, CI, 
n-Pen, CF 3 ), (F, CI, n-Pen, Br), (F, CI, n-Pen, Me), (F, CI, c-Pen, H), (F, CI, c-Pen, CI), 
(F, CI, c-Pen, F), (F, CI, c-Pen, CF 3 ), (F, CI, c-Pen, Br), (F, CI, c-Pen, Me), (F, CI, n- 
Hex, H), (F, CI, n-Hex, CI), (F, CI, n-Hex, F), (F, CI, n-Hex, CF 3 ), (F, CI, n-Hex, Br), 
(F, CI, n-Hex, Me), (F, CI, c-Hex, H), (F, CI, c-Hex, CI), (F, CI, c-Hex, F), (F, CI, c- 
Hex, CF 3 ), (F, CI, c-Hex, Br), (F, CI, c-Hex, Me), (F, CI, OH, H), (F, CI, OH, CI), (F, CI, 
OH, F), (F, CI, OH, CF 3 ), (F, CI, OH, Br), (F, CI, OH, Me), (F, CI, MeO, H), (F, CI, 
MeO, CI), (F, CI, MeO, F), (F, CI, MeO, CF 3 ), (F, CI, MeO, Br), (F, CI, MeO, Me), (F, 
CI, EtO, H), (F, CI, EtO, CI), (F, CI, EtO, F), (F, CI, EtO, CF 3 ), (F, CI, EtO, Br), (F, CI, 
EtO, Me), (F, CI, n-PrO, H), (F, CI, n-PrO, CI), (F, CI, n-PrO, F), (F, CI, n-PrO, CF 3 ), 
(F, CI, n-PrO, Br), (F, CI, n-PrO, Me), (F, CI, PhO, H), (F, CI, PhO, CI), (F, CI, PhO, F), 
(F, CI, PhO, CF 3 ), (F, CI, PhO, Br), (F, CI, PhO, Me), (F, CI, BnO, H), (F, CI, BnO, CI), 
(F, CI, BnO, F), (F, CI, BnO, CF 3 ), (F, CI, BnO, Br), (F, CI, BnO, Me), (F, CI, 
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PhCH 2 CH 2 0, H), (F, CI, PhCH 2 CH 2 0, CI), (F, CI, PhCH 2 CH 2 0, F), (F, CI, PhCH 2 CH 2 0, 
CF 3 ), (F, CI, PhCH 2 CH 2 0, Br), (F, CI, PhCH 2 CH 2 0, Me), (F, CI, CF 3 , H), (F, CI, CF 3 , 
CI), (F, CI, CF 3 , F), (F, CI, CF 3 , CF 3 ), (F, CI, CF 3 , Br), (F, CI, CF 3 , Me), (F, CI, CF 3 0, 
H), (F, CI, CF s O, CI), (F, CI, CF 3 0, F), (F, CI, CF 3 0, CF 3 ), (F, CI, CF 3 0, Br), (F, CI, 
5 CF 3 0, Me), (F, CI, Ph, H), (F, CI, Ph, CI), (F, CI, Ph, F), (F, CI, Ph, CF 3 ), (F, CI, Ph, 
Br), (F, CI, Ph, Me), (F, CI, 4-F-Ph, H), (F, CI, 4-F-Ph, CI), (F, CI, 4-F-Ph, F), (F, CI, 
4-F-Ph, CF 3 ), (F, CI, 4-F-Ph, Br), (F, CI, 4-F-Ph, Me), (F, CI, 4-CF 3 -Ph, H), (F, CI, 4- 
CF 3 -Ph, CI), (F, CI, 4-CF 3 -Ph, F), (F, CI, 4-CF 3 -Ph, CF 3 ), (F, CI, 4-CF 3 -Ph, Br), (F, CI, 
4-CF 3 -Ph, Me), (F, CI, 4-(Me) 2 N-Ph, H), (F, CI, 4-(Me) 2 N-Ph, CI), (F, CI, 4-(Me) 2 N-Ph, 

10 F), (F, CI, 4-(Me) 2 N-Ph, CF 3 ), (F, CI, 4-(Me) 2 N-Ph, Br), (F, CI, 4-(Me) 2 N-Ph, Me), (F, 
CI, 4-OH-Ph, H), (F, CI, 4-OH-Ph, CI), (F, CI, 4-OH-Ph, F), (F, CI, 4-OH-Ph, CF 3 ), (F, 
CI, 4-OH-Ph, Br), (F, CI, 4-OH-Ph, Me), (F, CI, 3,4-di-F-Ph, H), (F, CI, 3,4-di-F-Ph, 
CI), (F, CI, 3,4-di-F-Ph, F), (F, CI, 3,4-di-F-Ph, CF 3 ), (F, CI, 3,4-di-F-Ph, Br), (F, CI, 
3,4-di-F-Ph, Me), (F, CI, 4-COOH-Ph, H), (F, CI, 4-COOH-Ph, CI), (F, CI, 4-COOH-Ph, 

15 F), (F, CI, 4-COOH-Ph, CF 3 ), (F, CI, 4-COOH-Ph, Br), (F, CI, 4-COOH-Ph, Me), (F, CI, 
Bn, H), (F, CI, Bn, CI), (F, CI, Bn, F), (F, CI, Bn, CF 3 ), (F, CI, Bn, Br), (F, CI, Bn, Me), 
(F, CI, 4-F-Bn, H), (F, CI, 4-F-Bn, CI), (F, CI, 4-F-Bn, F), (F, CI, 4-F-Bn, CF 3 ), (F, CI, 
4-F-Bn, Br), (F, CI, 4-F-Bn, Me), (F, CI, 2-Py, H), (F, CI, 2-Py, CI), (F, CI, 2-Py, F), (F, 
CI, 2-Py, CF 3 ), (F, CI, 2-Py, Br), (F, CI, 2-Py, Me), (F, CI, 3-Py, H), (F, CI, 3-Py, CI), 

20 (F, CI, 3-Py, F), (F, CI, 3-Py, CF 3 ), (F, CI, 3-Py, Br), (F, CI, 3-Py, Me), (F, CI, 4-Py, H), 
(F, CI, 4-Py, CI), (F, CI, 4-Py, F), (F, CI, 4-Py, CF 3 ), (F, CI, 4-Py, Br), (F, CI, 4-Py, 
Me), (F, CI, 2-Th, H), (F, CI, 2-Th, CI), (F, CI, 2-Th, F), (F, CI, 2-Th, CF 3 ), (F, CI, 2- 
Th, Br), (F, CI, 2-Th, Me), (F, CI, 3-Th, H), (F, CI, 3-Th, CI), (F, CI, 3-Th, F), (F, CI, 
3-Th, CF 3 ), (F, CI, 3-Th, Br), (F, CI, 3-Th, Me), (F, CI, Pyrazol-2-yl, H), (F, CI, 

25 Pyrazol-2-yl, CI), (F, CI, Pyrazol-2-yl, F), (F, CI, Pyrazol-2-yl, CF 3 ), (F, CI, Pyrazol- 
2-yl, Br), (F, CI, Pyrazol-2-yl, Me), (F, CI, Pyrazol-3-yl, H), (F, CI, Pyrazol-3-yl, CI), 
(F, CI, Pyrazol-3-yl, F), (F, CI, Pyrazol-3-yl, CF 3 ), (F, CI, Pyrazol-3-yl, Br), (F, CI, 
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Pyrazol-3-yl, Me), (F, CI, pyrimidin-2-yl, H), (F, CI, pyrimidin-2-yl, CI), (F, CI, 
pyrimidin-2-yl, F), (F, CI, pyrimidin-2-yl, CF 3 ), (F, CI, pyrimidin-2-yl, Br), (F, CI, 
pyrimidin-2-yl, Me), (F, CI, pyrimidin-4-yl, H), (F, CI, pyrimidin-4-yl, CI), (F, CI, 
pyrimidin-4-yl, F), (F, CI, pyrimidin-4-yl, CF 3 ), (F, CI, pyrimidin-4-yl, Br), (F, CI, 
pyrimidin-4-yl, Me), (F, CI, pyrimidin-5-yl, H), (F, CI, pyrimidin-5-yl, CI), (F, CI, 
pyrimidin-5-yl, F), (F, CI, pyrimidin-5-yl, CF 3 ), (F, CI, pyrimidin-5-yl, Br), (F, CI, 
pyrimidin-5-yl, Me), (F, CI, HOOCCH 2 CH 2 CH 2 , H), (F, CI, HOOCCH 2 CH 2 CH 2 , CI), (F, 
CI, HOOCCH 2 CH 2 CH 2 , F), (F, CI, HOOCCH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOOCCH 2 CH 2 CH 2 , 
Br), (F, CI, HOOCCH 2 CH 2 CH 2 , Me), (F, CI, HOOCCH 2 CH 2 CH 2 CH 2 , H), (F, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (F, CI, HOOCCH 2 CH 2 CH 2 CH 2 , F), (F, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (F, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, 
CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, CI, MeOCH 2 , H), (F, CI, MeOCH 2 , CI), (F, 
CI, MeOCH 2 , F), (F, CI, MeOCH 2 , CF 3 ), (F, CI, MeOCH 2 , Br), (F, CI, MeOCH 2 , Me), (F, 
CI, EtOCH 2 , H), (F, CI, EtOCH 2 , CI), (F, CI, EtOCH 2 , F), (F, CI, EtOCH 2 , CF 3 ), (F, CI, 
EtOCH 2 , Br), (F, CI, EtOCH 2 , Me), (F, CI, EtOCH 2 CH 2 , H), (F, CI, EtOCH 2 CH 2 , CI), (F, 
CI, EtOCH 2 CH 2 , F), (F, CI, EtOCH 2 CH 2 , CF 3 ), (F, CI, EtOCH 2 CH 2 , Br), (F, CI, 
EtOCH 2 CH 2 , Me), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , H), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , 
CI), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , F), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (F, CI, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (F, CI, MeOCH 2 CH 2 , 
H), (F, CI, MeOCH 2 CH 2 , CI), (F, CI, MeOCH 2 CH 2 , F), (F, CI, MeOCH 2 CH 2 , CF 3 ), (F, 
CI, MeOCH 2 CH 2 , Br), (F, CI, MeOCH 2 CH 2 , Me), (F, CI, HOCH 2 , H), (F, CI, HOCH 2 , 
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CI), (F, CI, HOCH 2 , F), (F, CI, HOCH 2 , CF 3 ), (F, CI, HOCH 2 , Br), (F, CI, HOCH 2 , Me), 
(F, CI, HOCH 2 CH 2 , H), (F, CI, HOCH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 , F), (F, CI, 
HOCH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 , Br), (F, CI, HOCH 2 CH 2 , Me), (F, CI, 
HOCH 2 CH 2 CH 2 , H), (F, CI, HOCH 2 CH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 CH 2 , F), (F, CI, 
HOCH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 CH 2 , Br), (F, CI, HOCH 2 CH 2 CH 2 , Me), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 , H), (F, CI, HOCH 2 CH 2 CH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 CH 2 CH 2 , F), 
(F, CI, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 CH 2 CH 2 , Br), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 , Me), (F, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, CI, HOCH 2 CH 2 OCH 2 CH 2 , H), (F, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 OCH 2 CH 2 , F), (F, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 OCH 2 CH 2 , Br), (F, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (F, CI, (Me) 2 N, H), (F, CI, (Me) 2 N, CI), (F, CI, (Me) 2 N, F), 
(F, CI, (Me) 2 N, CF 3 ), (F, CI, (Me) 2 N, Br), (F, CI, (Me) 2 N, Me), (F, CI, piperidin-4-yl- 
methyl, H), (F, CI, piperidin-4-yl-methyl, CI), (F, CI, piperidin-4-yl-methyl, F), (F, CI, 
piperidin-4-yl-methyl, CF 3 ), (F, CI, piperidin-4-yl-methyl, Br), (F, CI, piperidin-4-yl- 
methyl, Me), (F, CI, cyclohexylmethyl, H), (F, CI, cyclohexylmethyl, CI), (F, CI, 
cyclohexylmethyl, F), (F, CI, cyclohexylmethyl, CF 3 ), (F, CI, cyclohexylmethyl, Br), (F, 
CI, cyclohexylmethyl, Me), (Me, H, H, H), (Me, H, H, CI), (Me, H, H, F), (Me, H, H, 
CF 3 ), (Me, H, H, Br), (Me, H, H, Me), (Me, H, F, H), (Me, H, F, CI), (Me, H, F, F), (Me, 
H, F, CF 3 ), (Me, H, F, Br), (Me, H, F, Me), (Me, H, CI, H), (Me, H, CI, CI), (Me, H, CI, 
F), (Me, H, CI, CF 3 ), (Me, H, CI, Br), (Me, H, CI, Me), (Me, H, Me, H), (Me, H, Me, CI), 
(Me, H, Me, F), (Me, H, Me, CF 3 ), (Me, H, Me, Br), (Me, H, Me, Me), (Me, H, Et, H), 
(Me, H, Et, CI), (Me, H, Et, F), (Me, H, Et, CF 3 ), (Me, H, Et, Br), (Me, H, Et, Me), (Me, 
H, n-Pr, H), (Me, H, n-Pr, CI), (Me, H, n-Pr, F), (Me, H, n-Pr, CF 3 ), (Me, H, n-Pr, Br), 
(Me, H, n-Pr, Me), (Me, H, c-Pr, H), (Me, H, c-Pr, CI), (Me, H, c-Pr, F), (Me, H, c-Pr, 
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CF 3 ), (Me, H, c-Pr, Br), (Me, H, c-Pr, Me), (Me, H, i-Pr, H), (Me, H, i-Pr, CI), (Me, H, 
i-Pr, F), (Me, H, i-Pr, CF 3 ), (Me, H, i-Pr, Br), (Me, H, i-Pr, Me), (Me, H, n-Bu, H), (Me, 
H, n-Bu, CI), (Me, H, n-Bu, F), (Me, H, n-Bu, CF 3 ), (Me, H, n-Bu, Br), (Me, H, n-Bu, 
Me), (Me, H, i-Bu, H), (Me, H, i-Bu, CI), (Me, H, i-Bu, F), (Me, H, i-Bu, CF 3 ), (Me, H, 
5 i-Bu, Br), (Me, H, i-Bu, Me), (Me, H, sec-Bu, H), (Me, H, sec-Bu, CI), (Me, H, sec-Bu, 
F), (Me, H, sec-Bu, CF 3 ), (Me, H, sec-Bu, Br), (Me, H, sec-Bu, Me), (Me, H, n-Pen, H), 
(Me, H, n-Pen, CI), (Me, H, n-Pen, F), (Me, H, n-Pen, CF 3 ), (Me, H, n-Pen, Br), (Me, H, 
n-Pen, Me), (Me, H, c-Pen, H), (Me, H, c-Pen, CI), (Me, H, c-Pen, F), (Me, H, c-Pen, 
CF 3 ), (Me, H, c-Pen, Br), (Me, H, c-Pen, Me), (Me, H, n-Hex, H), (Me, H, n-Hex, CI), 

10 (Me, H, n-Hex, F), (Me, H, n-Hex, CF 3 ), (Me, H, n-Hex, Br), (Me, H, n-Hex, Me), (Me, 
H, c-Hex, H), (Me, H, c-Hex, CI), (Me, H, c-Hex, F), (Me, H, c-Hex, CF 3 ), (Me, H, c- 
Hex, Br), (Me, H, c-Hex, Me), (Me, H, OH, H), (Me, H, OH, CI), (Me, H, OH, F), (Me, 
H, OH, CF 3 ), (Me, H, OH, Br), (Me, H, OH, Me), (Me, H, MeO, H), (Me, H, MeO, CI), 
(Me, H, MeO, F), (Me, H, MeO, CF 3 ), (Me, H, MeO, Br), (Me, H, MeO, Me), (Me, H, 

15 EtO, H), (Me, H, EtO, CI), (Me, H, EtO, F), (Me, H, EtO, CF 3 ), (Me, H, EtO, Br), (Me, 
H, EtO, Me), (Me, H, n-PrO, H), (Me, H, n-PrO, CI), (Me, H, n-PrO, F), (Me, H, n-PrO, 
CF 3 ), (Me, H, n-PrO, Br), (Me, H, n-PrO, Me), (Me, H, PhO, H), (Me, H, PhO, CI), (Me, 
H, PhO, F), (Me, H, PhO, CF 3 ), (Me, H, PhO, Br), (Me, H, PhO, Me), (Me, H, BnO, H), 
(Me, H, BnO, CI), (Me, H, BnO, F), (Me, H, BnO, CF 3 ), (Me, H, BnO, Br), (Me, H, BnO, 

20 Me), (Me, H, PhCH 2 CH 2 0, H), (Me, H, PhCH 2 CH 2 0, CI), (Me, H, PhCH 2 CH 2 0, F), (Me, 
H, PhCH 2 CH 2 0, CF 3 ), (Me, H, PhCH 2 CH 2 0, Br), (Me, H, PhCH 2 CH 2 0, Me), (Me, H, 
CF 3 , H), (Me, H, CF 3 , CI), (Me, H, CF 3 , F), (Me, H, CF 3 , CF 3 ), (Me, H, CF 3 , Br), (Me, H, 
CF 3 , Me), (Me, H, CF 3 0, H), (Me, H, CF 3 0, CI), (Me, H, CF 3 0, F), (Me, H, CF 3 0, CF 3 ), 
(Me, H, CF 3 0, Br), (Me, H, CF 3 0, Me), (Me, H, Ph, H), (Me, H, Ph, CI), (Me, H, Ph, F), 

25 (Me, H, Ph, CF 3 ), (Me, H, Ph, Br), (Me, H, Ph, Me), (Me, H, 4-F-Ph, H), (Me, H, 4-F- 
Ph, CI), (Me, H, 4-F-Ph, F), (Me, H, 4-F-Ph, CF 3 ), (Me, H, 4-F-Ph, Br), (Me, H, 4-F-Ph, 
Me), (Me, H, 4-CF 3 -Ph, H), (Me, H, 4-CF 3 -Ph, CI), (Me, H, 4-CF 3 -Ph, F), (Me, H, 4- 
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CF 3 -Ph, CF 3 ), (Me, H, 4-CF 3 -Ph, Br), (Me, H, 4-CF 3 -Ph, Me), (Me, H, 4-(Me) 2 N-Ph, H), 
(Me, H, 4-(Me) 2 N-Ph, CI), (Me, H, 4-(Me) 2 N-Ph, F), (Me, H, 4-(Me) 2 N-Ph, CF 3 ), (Me, 
H, 4-(Me) 2 N-Ph, Br), (Me, H, 4-(Me) 2 N-Ph, Me), (Me, H, 4-OH-Ph, H), (Me, H, 4-OH- 
Ph, CI), (Me, H, 4-OH-Ph, F), (Me, H, 4-OH-Ph, CF 3 ), (Me, H, 4-OH-Ph, Br), (Me, H, 
4-OH-Ph, Me), (Me, H, 3,4-di-F-Ph, H), (Me, H, 3,4-di-F-Ph, CI), (Me, H, 3,4-di-F-Ph, 
F), (Me, H, 3,4-di-F-Ph, CF 3 ), (Me, H, 3,4-di-F-Ph, Br), (Me, H, 3,4-di-F-Ph, Me), (Me, 
H, 4-COOH-Ph, H), (Me, H, 4-COOH-Ph, CI), (Me, H, 4-COOH-Ph, F), (Me, H, 4- 
COOH-Ph, CF 3 ), (Me, H, 4-COOH-Ph, Br), (Me, H, 4-COOH-Ph, Me), (Me, H, Bn, H), 
(Me, H, Bn, CI), (Me, H, Bn, F), (Me, H, Bn, CF 3 ), (Me, H, Bn, Br), (Me, H, Bn, Me), 
(Me, H, 4-F-Bn, H), (Me, H, 4-F-Bn, CI), (Me, H, 4-F-Bn, F), (Me, H, 4-F-Bn, CF 3 ), 
(Me, H, 4-F-Bn, Br), (Me, H, 4-F-Bn, Me), (Me, H, 2-Py, H), (Me, H, 2-Py, CI), (Me, H, 

2- Py, F), (Me, H, 2-Py, CF 3 ), (Me, H, 2-Py, Br), (Me, H, 2-Py, Me), (Me, H, 3-Py, H), 
(Me, H, 3-Py, CI), (Me, H, 3-Py, F), (Me, H, 3-Py, CF 3 ), (Me, H, 3-Py, Br), (Me, H, 3- 
Py, Me), (Me, H, 4-Py, H), (Me, H, 4-Py, CI), (Me, H, 4-Py, F), (Me, H, 4-Py, CF 3 ), 
(Me, H, 4-Py, Br), (Me, H, 4-Py, Me), (Me, H, 2-Th, H), (Me, H, 2-Th, CI), (Me, H, 2- 
Th, F), (Me, H, 2-Th, CF 3 ), (Me, H, 2-Th, Br), (Me, H, 2-Th, Me), (Me, H, 3-Th, H), 
(Me, H, 3-Th, CI), (Me, H, 3-Th, F), (Me, H, 3-Th, CF 3 ), (Me, H, 3-Th, Br), (Me, H, 

3- Th, Me), (Me, H, Pyrazol-2-yl, H), (Me, H, Pyrazol-2-yl, CI), (Me, H, Pyrazol-2-yl, 
F), (Me, H, Pyrazol-2-yl, CF 3 ), (Me, H, Pyrazol-2-yl, Br), (Me, H, Pyrazol-2-yl, Me), 
(Me, H, Pyrazol-3-yl, H), (Me, H, Pyrazol-3-yl, CI), (Me, H, Pyrazol-3-yl, F), (Me, H, 
Pyrazol-3-yl, CF 3 ), (Me, H, Pyrazol-3-yl, Br), (Me, H, Pyrazol-3-yl, Me), (Me, H, 
pyrimidin-2-yl, H), (Me, H, pyrimidin-2-yl, CI), (Me, H, pyrimidin-2-yl, F), (Me, H, 
pyrimidin-2-yl, CF 3 ), (Me, H, pyrimidin-2-yl, Br), (Me, H, pyrimidin-2-yl, Me), (Me, H, 
pyrimidin-4-yl, H), (Me, H, pyrimidin-4-yl, CI), (Me, H, pyrimidin-4-yl, F), (Me, H, 
pyrimidin-4-yl, CF 3 ), (Me, H, pyrimidin-4-yl, Br), (Me, H, pyrimidin-4-yl, Me), (Me, H, 
pyrimidin-5-yl, H), (Me, H, pyrimidin-5-yl, CI), (Me, H, pyrimidin-5-yl, F), (Me, H, 
pyrimidin-5-yI, CF 3 ), (Me, H, pyrimidin-5-yl, Br), (Me, H, pyrimidin-5-yl, Me), (Me, H, 
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HOOCCH 2 CH 2 CH 2) H), (Me, H, HOOCCH 2 CH 2 CH 2 , CI), (Me, H, HOOCCH 2 CH 2 CH 2 , F), 
(Me, H, HOOCCH 2 CH 2 CH 2 , CF 3 ), (Me, H, HOOCCH 2 CH 2 CH 2 , Br), (Me, H, 
HOOCCH 2 CH 2 CH 2 , Me), (Me, H, HOOCCH 2 CH 2 CH 2 CH 2 , H), (Me, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (Me, H, HOOCCH 2 CH 2 CH 2 CH 2 , F), (Me, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (Me, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (Me, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (Me, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (Me, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, 
H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), 
(Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (Me, H, MeOCH 2 , H), (Me, H, MeOCH 2 , 
Cl), (Me, H, MeOCH 2 , F), (Me, H, MeOCH 2 , CF 3 ), (Me, H, MeOCH 2 , Br), (Me, H, 
MeOCH 2 , Me), (Me, H, EtOCH 2 , H), (Me, H, EtOCH 2 , Cl), (Me, H, EtOCH 2 , F), (Me, H, 
EtOCH 2 , CF 3 ), (Me, H, EtOCH 2 , Br), (Me, H, EtOCH 2 , Me), (Me, H, EtOCH 2 CH 2 , H), 
(Me, H, EtOCH 2 CH 2 , Cl), (Me, H, EtOCH 2 CH 2 , F), (Me, H, EtOCH 2 CH 2 , CF 3 ), (Me, H, 
EtOCH 2 CH 2 , Br), (Me, H, EtOCH 2 CH 2 , Me), (Me, H, MeOCH 2 CH 2 OCH 2 CH 2 , H), (Me, 
H, MeOCH 2 CH 2 OCH 2 CH 2 , Cl), (Me, H, MeOCH 2 CH 2 OCH 2 CH 2 , F), (Me, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, H, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, H, MeOCH 2 CH 2 , H), (Me, H, MeOCH 2 CH 2 , Cl), (Me, 
H, MeOCH 2 CH 2 , F), (Me, H, MeOCH 2 CH 2 , CF 3 ), (Me, H, MeOCH 2 CH 2 , Br), (Me, H, 
MeOCH 2 CH 2 , Me), (Me, H, HOCH 2 , H), (Me, H, HOCH 2 , Cl), (Me, H, HOCH 2 , F), (Me, 
H, HOCH 2 , CF 3 ), (Me, H, HOCH 2 , Br), (Me, H, HOCH 2 , Me), (Me, H, HOCH 2 CH 2 , H), 
(Me, H, HOCH 2 CH 2 , Cl), (Me, H, HOCH 2 CH 2 , F), (Me, H, HOCH 2 CH 2 , CF 3 ), (Me, H, 
HOCH 2 CH 2 , Br), (Me, H, HOCH 2 CH 2 , Me), (Me, H, HOCH 2 CH 2 CH 2 , H), (Me, H, 
HOCH 2 CH 2 CH 2 , Cl), (Me, H, HOCH 2 CH 2 CH 2 , F), (Me, H, HOCH 2 CH 2 CH 2 , CF 3 ), (Me, 
H, HOCH 2 CH 2 CH 2 , Br), (Me, H, HOCH 2 CH 2 CH 2 , Me), (Me, H, HOCH 2 CH 2 CH 2 CH 2 , H), 
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(Me, H, HOCH 2 CH 2 CH 2 CH 2 , CI), (Me, H, HOCH 2 CH 2 CH 2 CH 2 , F), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, HOCH 2 CH 2 CH 2 CH 2 , Br), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 , Me), (Me, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (Me, H, HOCH 2 CH 2 OCH 2 CH 2 , H), (Me, H, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (Me, H, HOCH 2 CH 2 OCH 2 CH 2 , F), (Me, H, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, H, HOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, H, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, H, (Me) 2 N, H), (Me, H, (Me) 2 N, CI), (Me, H, (Me) 2 N, 
F), (Me, H, (Me) 2 N, CF 3 ), (Me, H, (Me) 2 N, Br), (Me, H, (Me) 2 N, Me), (Me, H, 
piperidin-4-yl-methyl, H), (Me, H, piperidin-4-yl-methyl, CI), (Me, H, piperidin-4-yl- 
methyl, F), (Me, H, piperidin-4-yl-methyl, CF 3 ), (Me, H, piperidin-4-yl-methyl, Br), 
(Me, H, piperidin-4-yl-methyl, Me), (Me, H, cyclohexylmethyl, H), (Me, H, 
cyclohexylmethyl, CI), (Me, H, cyclohexylmethyl, F), (Me, H, cyclohexylmethyl, CF 3 ), 
(Me, H, cyclohexylmethyl, Br), (Me, H, cyclohexylmethyl, Me), (Me, F, H, H), (Me, F, 
H, CI), (Me, F, H, F), (Me, F, H, CF 3 ), (Me, F, H, Br), (Me, F, H, Me), (Me, F, F, H), 
(Me, F, F, CI), (Me, F, F, F), (Me, F, F, CF 3 ), (Me, F, F, Br), (Me, F, F, Me), (Me, F, CI, 
H), (Me, F, CI, CI), (Me, F, CI, F), (Me, F, CI, CF 3 ), (Me, F, CI, Br), (Me, F, CI, Me), 
(Me, F, Me, H), (Me, F, Me, CI), (Me, F, Me, F), (Me, F, Me, CF 3 ), (Me, F, Me, Br), 
(Me, F, Me, Me), (Me, F, Et, H), (Me, F, Et, CI), (Me, F, Et, F), (Me, F, Et, CF 3 ), (Me, 
F, Et, Br), (Me, F, Et, Me), (Me, F, n-Pr, H), (Me, F, n-Pr, CI), (Me, F, n-Pr, F), (Me, F, 
n-Pr, CF 3 ), (Me, F, n-Pr, Br), (Me, F, n-Pr, Me), (Me, F, c-Pr, H), (Me, F, c-Pr, CI), (Me, 
F, c-Pr, F), (Me, F, c-Pr, CF 3 ), (Me, F, c-Pr, Br), (Me, F ; c-Pr, Me), (Me, F, i-Pr, H), 
(Me, F, i-Pr, CI), (Me, F, i-Pr, F), (Me, F, i-Pr, CF 3 ), (Me, F, i-Pr, Br), (Me, F, i-Pr, 
Me), (Me, F, n-Bu, H), (Me, F, n-Bu, CI), (Me, F, n-Bu, F), (Me, F, n-Bu, CF 3 ), (Me, F, 
n-Bu, Br), (Me, F, n-Bu, Me), (Me, F, i-Bu, H), (Me, F, i-Bu, CI), (Me, F, i-Bu, F), (Me, 
F, i-Bu, CF 3 ), (Me, F, i-Bu, Br), (Me, F, i-Bu, Me), (Me, F, sec-Bu, H), (Me, F, sec-Bu, 
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CI), (Me, F, sec-Bu, F), (Me, F, sec-Bu, CF 3 ), (Me, F, sec-Bu, Br), (Me, F, sec-Bu, Me), 
(Me, F, n-Pen, H), (Me, F, n-Pen, CI), (Me, F, n-Pen, F), (Me, F, n-Pen, CF 3 ), (Me, F, 
n-Pen, Br), (Me, F, n-Pen, Me), (Me, F, c-Pen, H), (Me, F, c-Pen, CI), (Me, F, c-Pen, F), 
(Me, F, c-Pen, CF 3 ), (Me, F, c-Pen, Br), (Me, F, c-Pen, Me), (Me, F, n-Hex, H), (Me, F, 
n-Hex, CI), (Me, F, n-Hex, F), (Me, F, n-Hex, CF 3 ), (Me, F, n-Hex, Br), (Me, F, n-Hex, 
Me), (Me, F, c-Hex, H), (Me, F, c-Hex, CI), (Me, F, c-Hex, F), (Me, F, c-Hex, CF 3 ), 
(Me, F, c-Hex, Br), (Me, F, c-Hex, Me), (Me, F, OH, H), (Me, F, OH, CI), (Me, F, OH, 
F), (Me, F, OH, CF 3 ), (Me, F, OH, Br), (Me, F, OH, Me), (Me, F, MeO, H), (Me, F, 
MeO, CI), (Me, F, MeO, F), (Me, F, MeO, CF 3 ), (Me, F, MeO, Br), (Me, F, MeO, Me), 
(Me, F, EtO, H), (Me, F, EtO, CI), (Me, F, EtO, F), (Me, F, EtO, CF 3 ), (Me, F, EtO, Br), 
(Me, F, EtO, Me), (Me, F, n-PrO, H), (Me, F, n-PrO, CI), (Me, F, n-PrO, F), (Me, F, n- 
PrO, CF 3 ), (Me, F, n-PrO, Br), (Me, F, n-PrO, Me), (Me, F, PhO, H), (Me, F, PhO, CI), 
(Me, F, PhO, F), (Me, F, PhO, CF 3 ), (Me, F, PhO, Br), (Me, F, PhO, Me), (Me, F, BnO, 
H), (Me, F, BnO, CI), (Me, F, BnO, F), (Me, F, BnO, CF 3 ), (Me, F, BnO, Br), (Me, F, 
BnO, Me), (Me, F, PhCH 2 CH 2 0, H), (Me, F, PhCH 2 CH 2 0, CI), (Me, F, PhCH 2 CH 2 0, F), 
(Me, F, PhCH 2 CH 2 0, CF 3 ), (Me, F, PhCH 2 CH 2 0, Br), (Me, F, PhCH 2 CH 2 0, Me), (Me, F, 
CF 3 , H), (Me, F, CF 3 , CI), (Me, F, CF 3 , F), (Me, F, CF 3 , CF 3 ), (Me, F, CF 3 , Br), (Me, F, 
CF 3 , Me), (Me, F, CF 3 0, H), (Me, F, CF 3 0, CI), (Me, F, CF 3 0, F), (Me, F, CF a O, CF 3 ), 
(Me, F, CF s O, Br), (Me, F, CF s O, Me), (Me, F, Ph, H), (Me, F, Ph, CI), (Me, F, Ph, F), 
(Me, F, Ph, CF 3 ), (Me, F, Ph, Br), (Me, F, Ph, Me), (Me, F, 4-F-Ph, H), (Me, F, 4-F-Ph, 
CI), (Me, F, 4-F-Ph, F), (Me, F, 4-F-Ph, CF 3 ), (Me, F, 4-F-Ph, Br), (Me, F, 4-F-Ph, Me), 
(Me, F, 4-CF 3 -Ph, H), (Me, F, 4-CF 3 -Ph, CI), (Me, F, 4-CF 3 -Ph, F), (Me, F, 4-CF 3 -Ph, 
CF 3 ), (Me, F, 4-CF 3 -Ph, Br), (Me, F, 4-CF 3 -Ph, Me), (Me, F, 4-(Me) 2 N-Ph, H), (Me, F, 
4-(Me) 2 N-Ph, CI), (Me, F, 4-(Me) 2 N-Ph, F), (Me, F, 4-(Me) 2 N-Ph, CF 3 ), (Me, F, 4- 
(Me) 2 N-Ph, Br), (Me, F, 4-(Me) 2 N-Ph, Me), (Me, F, 4-OH-Ph, H), (Me, F, 4-OH-Ph, CI), 
(Me, F, 4-OH-Ph, F), (Me, F, 4-OH-Ph, CF 3 ), (Me, F, 4-OH-Ph, Br), (Me, F, 4-OH-Ph, 
Me), (Me, F, 3,4-di-F-Ph, H), (Me, F, 3,4-di-F-Ph, CI), (Me, F, 3,4-di-F-Ph, F), (Me, F, 
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3,4-di-F-Ph, CF 3 ), (Me, F, 3,4-di-F-Ph, Br), (Me, F, 3,4-di-F-Ph, Me), (Me, F, 4- 
COOH-Ph, H), (Me, F, 4-COOH-Ph, CI), (Me, F, 4-COOH-Ph, F), (Me, F, 4-COOH-Ph, 
CF 3 ), (Me, F, 4-COOH-Ph, Br), (Me, F, 4-COOH-Ph, Me), (Me, F, Bn, H), (Me, F, Bn, 
CI), (Me, F, Bn, F), (Me, F, Bn, CF 3 ), (Me, F, Bn, Br), (Me, F, Bn, Me), (Me, F, 4-F-Bn, 
5 H), (Me, F, 4-F-Bn, CI), (Me, F, 4-F-Bn, F), (Me, F, 4-F-Bn, CF 3 ), (Me, F, 4-F-Bn, Br), 
(Me, F, 4-F-Bn, Me), (Me, F, 2-Py, H), (Me, F, 2-Py, CI), (Me, F, 2-Py, F), (Me, F, 2- 
Py, CF 3 ), (Me, F, 2-Py, Br), (Me, F, 2-Py, Me), (Me, F, 3-Py, H), (Me, F, 3-Py, CI), (Me, 
F, 3-Py, F), (Me, F, 3-Py, CF 3 ), (Me, F, 3-Py, Br), (Me, F, 3-Py, Me), (Me, F, 4-Py, H), 
(Me, F, 4-Py, CI), (Me, F, 4-Py, F), (Me, F, 4-Py, CF 3 ), (Me, F, 4-Py, Br), (Me, F, 4-Py, 
10 Me), (Me, F, 2-Th, H), (Me, F, 2-Th, CI), (Me, F, 2-Th, F), (Me, F, 2-Th, CF 3 ), (Me, F, 
2-Th, Br), (Me, F, 2-Th, Me), (Me, F, 3-Th, H), (Me, F, 3-Th, CI), (Me, F, 3-Th, F), 
(Me, F, 3-Th, CF 3 ), (Me, F, 3-Th, Br), (Me, F, 3-Th, Me), (Me, F, Pyrazol-2-yl, H), (Me, 
F, Pyrazol-2-yl, CI), (Me, F, Pyrazol-2-yl, F), (Me, F, Pyrazol-2-yl, CF 3 ), (Me, F, 
Pyrazol-2-yl, Br), (Me, F, Pyrazol-2-yl, Me), (Me, F, Pyrazol-3-yl, H), (Me, F, 
15 Pyrazol-3-yl, CI), (Me, F, Pyrazol-3-yl, F), (Me, F, Pyrazol-3-yl, CF 3 ), (Me, F, 

Pyrazol-3-yl, Br), (Me, F, Pyrazol-3-yl, Me), (Me, F, pyrimidin-2-yl, H), (Me, F, 
pyrimidin-2-yl, CI), (Me, F, pyrimidin-2-yl, F), (Me, F, pyrimidin-2-yl, CF 3 ), (Me, F, 
pyrimidin-2-yl, Br), (Me, F, pyrimidin-2-yl, Me), (Me, F, pyrimidin-4-yl, H), (Me, F, 
pyrimidin-4-yl, CI), (Me, F, pyrimidin-4-yl, F), (Me, F, pyrimidin-4-yl, CF 3 ), (Me, F, 
20 pyrimidin-4-y], Br), (Me, F, pyrimidin-4-yl, Me), (Me, F, pyrimidin-5-yl, H), (Me, F, 
pyrimidin-5-yl, CI), (Me, F, pyrimidin-5-yl, F), (Me, F, pyrimidin-5-yl, CF 3 ), (Me, F, 
pyrimidin-5-yl, Br), (Me, F, pyrimidin-5-yl, Me), (Me, F, HOOCCH 2 CH 2 CH 2 , H), (Me, 
F, HOOCCH 2 CH 2 CH 2 , CI), (Me, F, HOOCCH 2 CH 2 CH 2 , F), (Me, F, HOOCCH 2 CH 2 CH 2 , 
CF 3 ), (Me, F, HOOCCH 2 CH 2 CH 2) Br), (Me, F, HOOCCH 2 CH 2 CH 2 , Me), (Me, F, 
25 HOOCCH 2 CH 2 CH 2 CH 2 , H), (Me, F, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (Me, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (Me, F, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (Me, F, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (Me, F, 
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(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (Me, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (Me, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, F, 
5 (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, 
F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), 
(Me, F, MeOCH 2 , H), (Me, F, MeOCH 2 , CI), (Me, F, MeOCH 2 , F), (Me, F, MeOCH 2 , 
CF 3 ), (Me, F, MeOCH 2 , Br), (Me, F, MeOCH 2 , Me), (Me, F, EtOCH 2 , H), (Me, F, 
EtOCH 2 , CI), (Me, F, EtOCH 2 , F), (Me, F, EtOCH 2 , CF 3 ), (Me, F, EtOCH 2 , Br), (Me, F, 
10 EtOCH 2 , Me), (Me, F, EtOCH 2 CH 2 , H), (Me, F, EtOCH 2 CH 2 , CI), (Me, F, EtOCH 2 CH 2 , 
F), (Me, F, EtOCH 2 CH 2 , CF 3 ), (Me, F, EtOCH 2 CH 2 , Br), (Me, F, EtOCH 2 CH 2 , Me), (Me, 
F, MeOCH 2 CH 2 OCH 2 CH 2 , H), (Me, F, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (Me, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , F), (Me, F, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, F, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, F, MeOCH 2 CH 2 , 
15 H), (Me, F, MeOCH 2 CH 2 , CI), (Me, F, MeOCH 2 CH 2 , F), (Me, F, MeOCH 2 CH 2 , CF 3 ), 
(Me, F, MeOCH 2 CH 2 , Br), (Me, F, MeOCH 2 CH 2 , Me), (Me, F, HOCH 2 , H), (Me, F, 
HOCH 2 , CI), (Me, F, HOCH 2 , F), (Me, F, HOCH 2 , CF 3 ), (Me, F, HOCH 2 , Br), (Me, F, 
HOCH 2 , Me), (Me, F, HOCH 2 CH 2 , H), (Me, F, HOCH 2 CH 2 , CI), (Me, F, HOCH 2 CH 2 , F), 
(Me, F, HOCH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 , Br), (Me, F, HOCH 2 CH 2 , Me), (Me, F, 
20 HOCH 2 CH 2 CH 2 , H), (Me, F, HOCH 2 CH 2 CH 2 , CI), (Me, F, HOCH 2 CH 2 CH 2 , F), (Me, F, 
HOCH 2 CH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 CH 2 , Br), (Me, F, HOCH 2 CH 2 CH 2 , Me), (Me, 
F, HOCH 2 CH 2 CH 2 CH 2 , H), (Me, F, HOCH 2 CH 2 CH 2 CH 2 , CI), (Me, F, 
HOCH 2 CH 2 CH 2 CH 2 , F), (Me, F, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 CH 2 CH 2 , 
Br), (Me, F, HOCH 2 CH 2 CH 2 CH 2 , Me), (Me, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, F, 
25 HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, F, 

HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (Me, F, HOCH 2 CH 2 OCH 2 CH 2 , H), (Me, F, 
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HOCH 2 CH 2 OCH 2 CH 2 , CI), (Me, F, HOCH 2 CH 2 OCH 2 CH 2 , F), (Me, F, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, F, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, F, (Me) 2 N, H), (Me, F, (Me) 2 N, CI), (Me, F, (Me) 2 N, 
F), (Me, F, (Me) 2 N, CF 3 ), (Me, F, (Me) 2 N, Br), (Me, F, (Me) 2 N, Me), (Me, F, 
piperidin-4-yl-methyl, H), (Me, F, piperidin-4-yl-methyl, CI), (Me, F, piperidin-4-yl- 
methyl, F), (Me, F, piperidin-4-yl-methyl, CF 3 ), (Me, F, piperidin-4-yl-methyl, Br), 
(Me, F, piperidin-4-yl-methyl, Me), (Me, F, cyclohexylmethyl, H), (Me, F, 
cyclohexylmethyl, CI), (Me, F, cyclohexylmethyl, F), (Me, F, cyclohexylmethyl, CF 3 ), 
(Me, F, cyclohexylmethyl, Br), (Me, F, cyclohexylmethyl, Me), (Me, CI, H, H), (Me, CI, 
H, CI), (Me, CI, H, F), (Me, CI, H, CF 3 ), (Me, CI, H, Br), (Me, CI, H, Me), (Me, CI, F, 
H), (Me, CI, F, CI), (Me, CI, F, F), (Me, CI, F, CF 3 ), (Me, CI, F, Br), (Me, CI, F, Me), 
(Me, CI, CI, H), (Me, CI, CI, CI), (Me, CI, CI, F), (Me, CI, CI, CF 3 ), (Me, CI, CI, Br), 
(Me, CI, CI, Me), (Me, CI, Me, H), (Me, CI, Me, CI), (Me, CI, Me, F), (Me, CI, Me, 
CF 3 ), (Me, CI, Me, Br), (Me, CI, Me, Me), (Me, CI, Et, H), (Me, CI, Et, CI), (Me, CI, Et, 
F), (Me, CI, Et, CF 3 ), (Me, CI, Et, Br), (Me, CI, Et, Me), (Me, CI, n-Pr, H), (Me, CI, n- 
Pr, CI), (Me, CI, n-Pr, F), (Me, CI, n-Pr, CF 3 ), (Me, CI, n-Pr, Br), (Me, CI, n-Pr, Me), 
(Me, CI, c-Pr, H), (Me, CI, c-Pr, CI), (Me, CI, c-Pr, F), (Me, CI, c-Pr, CF 3 ), (Me, CI, 
c-Pr, Br), (Me, CI, c-Pr, Me), (Me, CI, i-Pr, H), (Me, CI, i-Pr, CI), (Me, CI, i-Pr, F), 
(Me, CI, i-Pr, CF 3 ), (Me, CI, i-Pr, Br), (Me, CI, i-Pr, Me), (Me, CI, n-Bu, H), (Me, CI, 
n-Bu, CI), (Me, CI, n-Bu, F), (Me, CI, n-Bu, CF 3 ), (Me, CI, n-Bu, Br), (Me, CI, n-Bu, 
Me), (Me, CI, i-Bu, H), (Me, CI, i-Bu, CI), (Me, CI, i-Bu, F), (Me, CI, i-Bu, CF 3 ), (Me, 
CI, i-Bu, Br), (Me, CI, i-Bu, Me), (Me, CI, sec-Bu, H), (Me, CI, sec-Bu, CI), (Me, CI, 
sec-Bu, F), (Me, CI, sec-Bu, CF 3 ), (Me, CI, sec-Bu, Br), (Me, CI, sec-Bu, Me), (Me, CI, 
n-Pen, H), (Me, CI, n-Pen, CI), (Me, CI, n-Pen, F), (Me, CI, n-Pen, CF 3 ), (Me, CI, n-Pen, 
Br), (Me, CI, n-Pen, Me), (Me, CI, c-Pen, H), (Me, CI, c-Pen, CI), (Me, CI, c-Pen, F), 
(Me, CI, c-Pen, CF 3 ), (Me, CI, c-Pen, Br), (Me, CI, c-Pen, Me), (Me, CI, n-Hex, H), (Me, 
CI, n-Hex, CI), (Me, CI, n-Hex, F), (Me, CI, n-Hex, CF 3 ), (Me, CI, n-Hex, Br), (Me, CI, 
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n-Hex, Me), (Me, CI, c-Hex, H), (Me, CI, c-Hex, CI), (Me, CI, c-Hex, F), (Me, CI, c- 
Hex, CF 3 ), (Me, CI, c-Hex, Br), (Me, CI, c-Hex, Me), (Me, CI, OH, H), (Me, CI, OH, 
CI), (Me, CI, OH, F), (Me, CI, OH, CF 3 ), (Me, CI, OH, Br), (Me, CI, OH, Me), (Me, CI, 
MeO, H), (Me, CI, MeO, CI), (Me, CI, MeO, F), (Me, CI, MeO, CF 3 ), (Me, CI, MeO, Br), 
(Me, CI, MeO, Me), (Me, CI, EtO, H), (Me, CI, EtO, CI), (Me, CI, EtO, F), (Me, CI, EtO, 
CF 3 ), (Me, CI, EtO, Br), (Me, CI, EtO, Me), (Me, CI, n-PrO, H), (Me, CI, n-PrO, CI), 
(Me, CI, n-PrO, F), (Me, CI, n-PrO, CF 3 ), (Me, CI, n-PrO, Br), (Me, CI, n-PrO, Me), 
(Me, CI, PhO, H), (Me, CI, PhO, CI), (Me, CI, PhO, F), (Me, CI, PhO, CF 3 ), (Me, CI, 
PhO, Br), (Me, CI, PhO, Me), (Me, CI, BnO, H), (Me, CI, BnO, CI), (Me, CI, BnO, F), 
(Me, CI, BnO, CF 3 ), (Me, CI, BnO, Br), (Me, CI, BnO, Me), (Me, CI, PhCH 2 CH 2 0, H), 
(Me, CI, PhCH 2 CH 2 0, CI), (Me, CI, PhCH 2 CH 2 0, F), (Me, CI, PhCH 2 CH 2 0, CF 3 ), (Me, 
CI, PhCH 2 CH 2 0, Br), (Me, CI, PhCH 2 CH 2 0, Me), (Me, CI, CF 3 , H), (Me, CI, CF 3 , CI), 
(Me, CI, CF 3 , F), (Me, CI, CF 3 , CF 3 ), (Me, CI, CF 3 , Br), (Me, CI, CF 3 , Me), (Me, CI, 
CF 3 0, H), (Me, CI, CF 3 0, CI), (Me, CI, CF 3 0, F), (Me, CI, CF 3 0, CF 3 ), (Me, CI, CF 3 0, 
Br), (Me, CI, CF 3 0, Me), (Me, CI, Ph, H), (Me, CI, Ph, CI), (Me, CI, Ph, F), (Me, CI, Ph, 
CF 3 ), (Me, CI, Ph, Br), (Me, CI, Ph, Me), (Me, CI, 4-F-Ph, H), (Me, CI, 4-F-Ph, CI), 
(Me, CI, 4-F-Ph, F), (Me, CI, 4-F-Ph, CF 3 ), (Me, CI, 4-F-Ph, Br), (Me, CI, 4-F-Ph, Me), 
(Me, CI, 4-CF 3 -Ph, H), (Me, CI, 4-CF 3 -Ph, CI), (Me, CI, 4-CF 3 -Ph, F), (Me, CI, 4-CF 3 - 
Ph, CF 3 ), (Me, CI, 4-CF 3 -Ph, Br), (Me, CI, 4-CF 3 -Ph, Me), (Me, CI, 4-(Me) 2 N-Ph, H), 
(Me, CI, 4-(Me) 2 N-Ph, CI), (Me, CI, 4-(Me) 2 N-Ph, F), (Me, CI, 4-(Me) 2 N-Ph, CF 3 ), (Me, 
CI, 4-(Me) 2 N-Ph, Br), (Me, CI, 4-(Me) 2 N-Ph, Me), (Me, CI, 4-OH-Ph, H), (Me, CI, 4- 
OH-Ph, CI), (Me, CI, 4-OH-Ph, F), (Me, CI, 4-OH-Ph, CF 3 ), (Me, CI, 4-OH-Ph, Br), 
(Me, CI, 4-OH-Ph, Me), (Me, CI, 3,4-di-F-Ph, H), (Me, CI, 3,4-di-F-Ph, CI), (Me, CI, 
3,4-di-F-Ph, F), (Me, CI, 3,4-di-F-Ph, CF 3 ), (Me, CI, 3,4-di-F-Ph, Br), (Me, CI, 3,4-di- 
F-Ph, Me), (Me, CI, 4-COOH-Ph, H), (Me, CI, 4-COOH-Ph, CI), (Me, CI, 4-COOH-Ph, 
F), (Me, CI, 4-COOH-Ph, CF 3 ), (Me, CI, 4-COOH-Ph, Br), (Me, CI, 4-COOH-Ph, Me), 
(Me, CI, Bn, H), (Me, CI, Bn, CI), (Me, CI, Bn, F), (Me, CI, Bn, CF 3 ), (Me, CI, Bn, Br), 
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(Me, CI, Bn, Me), (Me, CI, 4-F-Bn, H), (Me, CI, 4-F-Bn, CI), (Me, CI, 4-F-Bn, F), (Me, 
CI, 4-F-Bn, CF 3 ), (Me, CI, 4-F-Bn, Br), (Me, CI, 4-F-Bn, Me), (Me, CI, 2-Py, H), (Me, 
CI, 2-Py, CI), (Me, CI, 2-Py, F), (Me, CI, 2-Py, CF 3 ), (Me, CI, 2-Py, Br), (Me, CI, 2-Py, 
Me), (Me, CI, 3-Py, H), (Me, CI, 3-Py, CI), (Me, CI, 3-Py, F), (Me, CI, 3-Py, CF 3 ), (Me, 
CI, 3-Py, Br), (Me, CI, 3-Py, Me), (Me, CI, 4-Py, H), (Me, CI, 4-Py, CI), (Me, CI, 4-Py, 
F), (Me, CI, 4-Py, CF 3 ), (Me, CI, 4-Py, Br), (Me, CI, 4-Py, Me), (Me, CI, 2-Th, H), (Me, 
CI, 2-Th, CI), (Me, CI, 2-Th, F), (Me, CI, 2-Th, CF 3 ), (Me, CI, 2-Th, Br), (Me, CI, 2-Th, 
Me), (Me, CI, 3-Th, H), (Me, CI, 3-Th, CI), (Me, CI, 3-Th, F), (Me, CI, 3-Th, CF 3 ), (Me, 
CI, 3-Th, Br), (Me, CI, 3-Th, Me), (Me, CI, Pyrazol-2-yl, H), (Me, CI, Pyrazol-2-yI, CI), 
(Me, CI, Pyrazol-2-yl, F), (Me, CI, Pyrazol-2-yl, CF 3 ), (Me, CI, Pyrazol-2-yl, Br), (Me, 
CI, Pyrazol-2-yl, Me), (Me, CI, Pyrazol-3-yl, H), (Me, CI, Pyrazol-3-yl, CI), (Me, CI, 
Pyrazol-3-yl, F), (Me, CI, Pyrazol-3-yl, CF 3 ), (Me, CI, Pyrazol-3-yl, Br), (Me, CI, 
Pyrazol-3-yl, Me), (Me, CI, pyrimidin-2-yl, H), (Me, CI, pyrimidin-2-yl, CI), (Me, CI, 
pyrimidin-2-yl, F), (Me, CI, pyrimidin-2-yl, CF 3 ), (Me, CI, pyrimidin-2-yl, Br), (Me, CI, 
pyrimidin-2-yl, Me), (Me, CI, pyrimidin-4-yl, H), (Me, CI, pyrimidin-4-yl, CI), (Me, CI, 
pyrimidin-4-yl, F), (Me, CI, pyrimidin-4-yl, CF 3 ), (Me, CI, pyrimidin-4-yl, Br), (Me, CI, 
pyrimidin-4-yl, Me), (Me, CI, pyrimidin-5-yl, H), (Me, CI, pyrimidin-5-yl, CI), (Me, CI, 
pyrimidin-5-yl, F), (Me, CI, pyrimidin-5-yl, CF 3 ), (Me, CI, pyrimidin-5-yl, Br), (Me, CI, 
pyrimidin-5-yl, Me), (Me, CI, HOOCCH 2 CH 2 CH 2 , H), (Me, CI, HOOCCH 2 CH 2 CH 2 , CI), 
(Me, CI, HOOCCH 2 CH 2 CH 2 , F), (Me, CI, HOOCCH 2 CH 2 CH 2 , CF 3 ), (Me, CI, 
HOOCCH 2 CH 2 CH 2 , Br), (Me, CI, HOOCCH 2 CH 2 CH 2 , Me), (Me, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , H), (Me, CI, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (Me, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (Me, CI, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (Me, CI, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (Me, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (Me, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (Me, CI, 
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(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, 
CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), 
(Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , 
Me), (Me, CI, MeOCH 2 , H), (Me, CI, MeOCH 2 , CI), (Me, CI, MeOCH 2 , F), (Me, CI, 
MeOCH 2 , CF 3 ), (Me, CI, MeOCH 2 , Br), (Me, CI, MeOCH 2 , Me), (Me, CI, EtOCH 2 , H), 
(Me, CI, EtOCH 2 , CI), (Me, CI, EtOCH 2 , F), (Me, CI, EtOCH 2 , CF 3 ), (Me, CI, EtOCH 2 , 
Br), (Me, CI, EtOCH 2 , Me), (Me, CI, EtOCH 2 CH 2 , H), (Me, CI, EtOCH 2 CH 2 , CI), (Me, 
CI, EtOCH 2 CH 2 , F), (Me, CI, EtOCH 2 CH 2 , CF 3 ), (Me, CI, EtOCH 2 CH 2 , Br), (Me, CI, 
EtOCH 2 CH 2 , Me), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2) H), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , 
CI), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , F), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, CI, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, CI, 
MeOCH 2 CH 2 , H), (Me, CI, MeOCH 2 CH 2 , CI), (Me, CI, MeOCH 2 CH 2 , F), (Me, CI, 
MeOCH 2 CH 2 , CF 3 ), (Me, CI, MeOCH 2 CH 2 , Br), (Me, CI, MeOCH 2 CH 2 , Me), (Me, CI, 
HOCH 2 , H), (Me, CI, HOCH 2 , CI), (Me, CI, HOCH 2 , F), (Me, CI, HOCH 2 , CF 3 ), (Me, CI, 
HOCH 2 , Br), (Me, CI, HOCH 2 , Me), (Me, CI, HOCH 2 CH 2 , H), (Me, CI, HOCH 2 CH 2 , CI), 
(Me, CI, HOCH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 , CF 3 ), (Me, CI, HOCH 2 CH 2 , Br), (Me, CI, 
HOCH 2 CH 2 , Me), (Me, CI, HOCH 2 CH 2 CH 2 , H), (Me, CI, HOCH 2 CH 2 CH 2 , CI), (Me, CI, 
HOCH 2 CH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 CH 2 , CF 3 ), (Me, CI, HOCH 2 CH 2 CH 2 , Br), (Me, 
CI, HOCH 2 CH 2 CH 2 , Me), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , H), (Me, CI, 
HOCH 2 CH 2 CH 2 CH 2 , CI), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , 
CF 3 ), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , Br), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , Me), (Me, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (Me, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , H), (Me, CI, HOCH 2 CH 2 OCH 2 CH 2 , CI), (Me, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, CI, HOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, CI, (Me) 2 N, H), 

92 



WO 02/059099 



PCT/JP02/00546 



(Me, CI, (Me) 2 N, CI), (Me, CI, (Me) 2 N, F), (Me, CI, (Me) 2 N, CF 3 ), (Me, CI, (Me) 2 N, Br), 
(Me, CI, (Me) 2 N, Me), (Me, CI, piperidin-4-yl-methyl, H), (Me, CI, piperidin-4-yl- 
methyl, CI), (Me, CI, piperidin-4-yl-methyl, F), (Me, CI, piperidin-4-yl-methyl, CF 3 ), 
(Me, CI, piperidin-4-yI-methyl, Br), (Me, CI, piperidin-4-yl-methyl, Me), (Me, CI, 
cyclohexylmethyl, H), (Me, CI, cyclohexylmethyl, CI), (Me, CI, cyclohexylmethyl, F), 
(Me, CI, cyclohexylmethyl, CF 3 ), (Me, CI, cyclohexylmethyl, Br), (Me, CI, 
cyclohexylmethyl, Me) 

mMkrn i hn>^#^> (tpo) (ommtmm 

t h TPO It . R&D Systems t^DlAlfeo 

mmm 2 tpo s^js^e 

?Mb-£r#J© TPO §^#:J5S^S*s n U >X 5> © J. Cell. Physiol., 137: 293-298 
(1988)fcIB<4$ttTl^^^^{3 2p b X t h TPO ^^faMfc^ % BaF-B03 ffiBffiUlZ^ 
AbTfj^bfes TPO tftW&MMffi. BaF/hTPOR %m^TM%. b&o hD>7j?7K 
ai^yg^ft^n-F-r^ilfE^O^Sffi^ja^t'rfV^© Proc. Natl. Acad. Sci. 
89:5640-5644 (1992)fcs3«£tlT^ 3 o & :fe $1 « ^ & £ BaF-B03 « id {;£ TPO {J 
Jtfc^r b&^ o 10%WEHI-3 i%mffl.%mUQ Ltz RPMI ^ Jfe T J# SS $ * fe BAF/hTPOR 
M£ PBS T' 1 @i^t,WHEHI-3 UTV^ft^ R?MI&Jfe£ffi» Us 

96 ^:v-r ^D7i/-h K=iHjB& 5xio 4 /»> ^;M'& 5 «fc d it, 2Mb-£-%& 

S TPO &«RJn bfeo 5%C0 2 iHTt 37°C N 20 BtuJgat bfe^fc, fflu&ii 
St*d^SS3K-CfeS WST-1 Kai (SIMi) ^^Anb, 4B3W&fc: 450nm<DIRJfc 

bfco EDsofit^bhTPo co^M^mm^^m-r^h^momm. 
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1 4 





EDso 




EDso 




EDso 




ED 5 o 


No. 


(MM) 


No. 


dm 


No. 


(\m 


No. 


(mJVO 


A-l 


0.040 


A-21 


0.208 


B-18 


0.072 


C-5 


0.880 


A-2 


0.376 


A-22 


0.190 


B-19 


0.048 


C-6 


1.71 


A-3 


0.965 


B-l 


0.069 


B-20 


0.068 


C-7 


5.67 


A-4 


0.148 


B-2 


0.214 


B-21 


0.060 


C-8 


16.6 


A-5 


0.165 


B-3 


0.219 


B-22 


0.064 


D-l 


0.021 


A-6 


0.210 


B-4 


0.110 


B-23 


0.045 


D-2 


0.019 


A-7 


0.250 


B-5 


0.056 


B-24 


0.053 


D-3 


0.37 


A-8 


2.284 


B-6 


0.066 


B-25 


0.038 


D-4 


0.25 


A-9 


0.306 


B-7 


0.280 


B-26 


0.025 


D-5 


0.21 


A- 10 


0.141 


B-8 


0.120 


B-27 


0.024 


D-6 


2.54 


A- 11 


0.552 


B-9 


0.0281 


B-28 


0.023 


D-7 


0.045 


A- 12 


0.214 


B-10 


0.048 


B-29 


0.049 


D-8 


1.93 


A- 13 


0.270 


B-ll 


0.066 


B-30 


0.142 


D-9 


0.054 


A- 14 


0.230 


B-12 


0.074 


B-31 


0.104 


E-l 


16.52 


A- 15 


0.240 


B-13 


0.342 


B-32 


0.096 


E-2 


0.960 


A- 16 


0.230 


B-14 


0.042 


C-l 


0.595 


E-3 


0.120 


A- 17 


0.023 


B-15 


0.059 


C-2 


0.071 






A- 18 


0.043 


B-16 


0.098 


C-3 


0.995 






A-20 


1.580 


B-17 


0.146 


C-4 


0.567 
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mmm 1 

& t & t % mum & mm ? % o 
5 & ( i ) -emt)gti%><ik<&® io mg 

#L*t 700 mg 

=1 — > ^ # — 9- 274 mg 

HPC-L 16 mg 

1000 mg 

io . 3$ ( i ) -em.t>gti2>fc'&y!!ii%w% 6 o ^ ^ $/ j.©^^, v^si-To ^ — 

(# Lai b*g*£ ?Lf 0. 5~lmm) \,fz<D%, SltSo *#6>n& 
f£ifeilIPj*iA&igi&.£.3 V> (12/60^ y S/i) T?«UabJgJKSI*»So 
15 MM 2 



s; ( i ) ~em.t>$ti%>fc&m io m g 

ait 79 mg 

n — ^ 10 mg 

20 7f7 'J 1 mg 

100 mg 



VSi^lCTi^tS. 1 OfgfSC lOOmgl 5 -if ^ > ± 7* )V fc3fc* 
25 T % o 

M3<J$! 3 
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A (I) -£$Lt)^tl%ib&m 15 mg 

?L$t 90 mg 

3 — ^ 42 mg 

HPC-L 3 mg 

5 150 mg 

5$ ( I ) T-gt&^n^-fb-^-tK ?L$g£ 6 O^yi/a0^.§UK:Ito — >^ 

m g & 4 #5IHf ^ ^ > * :T-fe )V\z%mirz> 0 
10 M£!|#!|4 

5£ (I) -e^tJ^tl^^-^tJ 10 mg 

?LM 90 mg 

aei-kiVn-X 30 mg 

15 CMC-Na 15 mg 

■X^^UVigV^^frA 5 mg 

150 mg 

5£ (I) T*gi:focFti3YbilrtK &*S. »^r H t;VD-x^ CMC-Na ( # ;i/ 

5$ (i) -emti^ n&ib&m ioomg 
25 mmmmm^ nn* iooomi 



o 
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i . ( I ) : 

X 1 — Y 1 — 2 1 (I) 

t y -;i/7J^;i/ ; 

Y 1 (±-NR A CO- (CR C R D ) o - 2 - - — N R A C O — (CH 2 ) 0 - 2 ~ V - N 
— NR A CO— CR C =CR D — s -V- (CH 2 ) 1 . 5 -NR A CO- (CH 2 ) 

10 0 - 2 ~ n -V- ( C H 2 ) !_ 5 -CONR A - ( C H 2 ) 0 - 2 ~ . ~CONR A - 
(CH 2 ) 0-2 -n - (CH 2 ) 0 -2-NR A -SO 2 - (CH 2 ) 0 _ a - N - (C 
H a ) o_ 2 -S0 2 -NR A - (CH 2 ) 0 -2~s — N R A — (CH 2 ) 0 -2~> - 
NR A -CO-NR A -. -NR A - C S - NR A -. -N = C ( — S R A ) -NR 
A — N — NR A C SNR A CO— n - N = C ( — S R A ) — NR A CO— N — N R A 

15 - ( C H 2 ) !_ 2 -NR A -CO-s -NR A CONR A NR B CO- v £ >fc - N 

= c ( — nr a r a ) — n r a c o — c^;*, R A i±^n^tim^LbX7kmm^^ 

fc&Uffl.TfrZ-fr ; R B tt7.kJHJlC? ; R c & «k V R D ti^nm 

ibts li^ixt v>t & J:uffi®fcx;i/*;K Il^Ht 

vm: £ WS^r;^;^^ lit im: & ct 

$nxv>T * J; y — ;k li^ntiMict^Af dt'J-;k g»$tit 
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5 3 . X 1 A*5£ : 
R 1 

R2 -I:]H X n ^ JC^ r1 ^?>-^ 

R 3 ' R 2 




4 . X 1 # : 

TH 

5. Y^-NHCO-, - CONH-, -NHCH 2 - N -NHCO-CH = 
CH- N ££fi-NH S 0 2 -TJfeS**O$6HSS 1 "4 ECO^fftfrfcia 

20 6. Y 1 A»-NHCO-T?&*W*©f6HIBlfi~ai4]S©VN , ftL*»K:|B«© 

99 



WO 02/059099 



PCT/JP02/00546 



7 . 



Z 1 ^5£; : 




l^T^)ck^^>^f>Jl, assies mitJic^& b < &s 

8 . Z 1 *s^; : 



-sits 5 ~ 7 monmm, 

n(± 0 ~ 4 ; 

(-- -) «^^-©#ft^fe{i##^^^t)1-] -e^^fi^S^g. SfS*©^H 



o 
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9. Z 1 ^- (CH 2 ) n C0R 4 C^4»s n^J;^R 4 iii5f<0iIi QM^M 
mm) xwmztix&t) , £ £> lzj&m.7 ^d^-"> s ^nfga:r;i/dr;K 

b Kn^i/, l&m.T * J); 7t * , ^ n UWlT )V * J]s * ^ 
10 10. jft/MM£Ilf5^J^fe£lS;&©iSBI£ 1 m~M 9 JMO^fn^^IBiS© 

i i. ifti/>«^*^iiti5T§ r^tb(Dmm^mm-r %> frtb<Dm^®mmn i ji~ 
i 2 . m&ommm i si~fs 9 m®^rnfrizmm(D4h&m<Dftm±$])mt:m 

1 3 . -$3!5£ (II) : 

X 2 — Y 2 — Z 2 (II) 

[5£*. XMiB^^tlT^T*) <fc^ 51^D7'J - ;V £ a Sift $ tlX U T 
20 £ cklMf U ; 

Y 2 (i-NR A CO- ( C R c R D ) o - a ~ > - N R A C O - (CH 2 ) „ _ 2 - V - , 
-NR A C0-CR c =CR D -, -V- (CH 2 ) x_ 5 — NR A C0— (CH 2 ) 
o-2-s -V- (CH 2 ) 1 _ 5 -CONR A - (CH 2 ) 0 - 2 -^ — C 0 N R A — 
(CH 2 ) 0 -2-> ~ (CH 2 ) 0 _ 2 -NR A -SO 2 - (CH 2 ) „ - 2 - (C 
25 H 2 ) 0 _ 2 -SO 2 -NR A - (CH 2 ) 0 _ 2 - . — N R A — (CH 2 ) 0 - 2 -^ - 
NR A -CO-NR A -, — NR A — C S — N R A — N -N = C ( — S R A ) -NR 
A - N -NR A C S NR A C 0 - N -N=C ( — S R A ) -NR A C0~, — N R A 
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- ( C H 2 ) i- 2 -NR A -CO-. — NR A CONR A NR B CO— N ft « - N 
= C ( — NR A R A ) — N R A C O — (5£>K R A \±^n^timiL UTzkajgC^ft 
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1. Q<] Claims Nos.: 12, 2 6 
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Claims 12 and 2 6 pertain to methods for treatment of the human body by therapy 
and thus relate to a subject matter which this International Searching 
Authority is not required, under the provisions of Article 17(2) (a) (i) of 
the PCT and Rule 39.1 (iv) of the Regulations under the PCT, to search. 

2. Q<] Claims Nos.: 1-11, 13-18, 22-25 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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This International Searching Authority found multiple inventions in this international application, as follows: 
(See extra sheet.) 



1. [ [ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. p<~| As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. | [ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. |~ ~j No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | "] The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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(1) The technical feature of the inventions as set forth in claims 
1 to 11 resides in using compounds represented by the formula (I) X 1 -Y 1 -Z 1 
as drugs, while the technical feature of the inventions as set forth 
in claims 13 to 25 resides in compounds represented by the formula (II) 
X 2 -Y 2 -Z 2 and using these compounds as drugs. Therefore, the inventions 
as set forth in claims 1 to 11 and the inventions as set forth in claims 
13 to 25 have no special technical feature in common. 

Such being the case, the inventions as set forth in claims 1 to 11 
and 13 to 25 fail to satisfy the requirement of unity of invention. 

(2) Although the technical feature of the inventions as set forth 
in claims 1 to 11 resides in using compounds represented by the formula 
(I) X 1 -Y 1 -Z 1 as drugs, X 1 , Y 1 and Z 1 are all variable and it cannot be 
recognized that the selections of X 1 , Y 1 and Z 1 are groups having a common 
structure or a common characteristic. Therefore, the inventions as set 
forth in claims 1 to 11 cannot be understood as inventions relating to 
medicinal compositions containing a certain group of chemicals. 

Such being the case, the inventions as set forth in claims 1 to 11 
fail to satisfy the requirement of unity of invention. 

(3) Although the technical feature of the inventions as set forth 
in claims 13 to 25 resides in compounds represented by the formula (II) 
X 2 -Y 2 -Z 2 and using these compounds as drugs, X 2 , Y 2 and Z 2 are all variable 
and it cannot be recognized that the selections of X 2 , Y 2 and Z 2 are groups 
having a common structure or a common characteristic. Therefore, the 
inventions as set forth in claims 13 to 25 cannot be understood as 
inventions relating to medicinal compositions containing a certain group 
of chemicals. 

Such being the case, the inventions as set forth in claims 13 to 18 
and 22 to 25 fail to satisfy the requirement of unity of invention. 

Continuation of Box No. 1-2 of continuation of first sheet (1) 

As stated in the above (2) and (3) , it cannot be recognized that the 
technical features of the inventions as set forth in claims 1 to 11, 
13 to 18 and 22 to 25 are sufficiently specified. Concerning the 
compounds represented by the formulae (I) and (II), only parts of the 
compounds respectively involved in broad groups of compounds are 
supported in the description. 

Such being the case, no meaningful international search can be made 
on all of the scopes of the inventions as set forth in the above claims. 

In the present international search report, therefore, compounds 
satisfying the following requirements have been exclusively examined 
among the compounds represented by the formulae (I) and (II) : 

X 1 (X 2 ) is a 2-thiazolyl group; 

Y X (Y 2 ) is -NHCO-, -CONH- or ~NHS0 2 -; and 

Z 1 is a fused ring group. 
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